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Accessibility of palliative care medicines

Mrs Anahit Amirkhanyan?, Dr. Irina Kazaryan?, Dr. Marina Mirijanyan?
YYerevan State Medical University, Yerevan, Armenia, *Policlinic N4, Yerevan, Armenia

Aim/Obijective: Lack of access to palliative care medicines is observed in some countries. The aim of this
work is to assess availability and affordability of essential palliative care medicines in Armenia.

Methods: The List of medicines registered in Armenia and pricelists of main wholesalers were analyzed to
assess availability of tracer medicines. Affordability of tracer medicines was calculated using methodology
developed by the World Health Organization and the Health Action International. Data on prices were
collected from 5 community pharmacies in Yerevan (the capital of Armenia).

Results: 16 of 20 active ingredients listed in the World Health Organization (WHO) Model Essential
Medicines List for pain and palliative care were authorized are available in pricelists. However, calculation
made with taking into account dosage forms and doses of essential medicines, allowed to reveal that only
52.3% of 44 pharmaceutical forms and 44.4% of 63 strengths recommended by WHO for pain and palliative
care medicines were authorized. Only 50.0% of recommended pharmaceutical forms and 33.3% of
strengths were found in pricelists of local wholesalers. Cost of treatment with use of 15 essential medicines
for palliative care was affordable; cost of treatment with use of two essential medicines for palliative care
(lactulose, oral liquid, 3.1-3.7 g/5 ml and midazolam, injection, 5 mg/ml) was not affordable.

Conclusion: Despite the most of active ingredients recommended by the WHO for pain and palliative care
are available in Armenia, most of recommended pharmaceutical forms and strengths for tracer medicines
are not supplied due to which there is a lack of availability to these essential medicines. Some medicines

are not affordable.

Keywords: Palliative care, essential medicines
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Effects of Pharmaceutical Care on Knowledge, Ability of Inhaler Use, and
Outcomes in Patients with Chronic Obstructive Pulmonary Disease

Ms Nannapat Apisittikasem*
IFaculty of Pharmacy. Chiang Mai university, Huai Krachao Hospital, Thailand

Objective: identify the effects of pharmaceutical care on knowledge, ability of inhaler use, and outcomes in
patients with chronic obstructive pulmonary disease (COPD).

Methods: A quasi-experimental study was conducted in COPD patients prescribed with inhaler. COPD
patients were recruited from patients visiting COPD clinic at secondary care hospital from 11 February to 10
May 2022. Inclusion criteria included CAT score <10, exacerbation > 2 in the past year and MMRC score 0-
1. The clinical pharmacist intervention program included education about COPD knowledge, medication
usage, prevention of possible adverse drug effects, lifestyle adjustment, smoking cessation, adherence and
inhaler technique e.g. VDO, demonstration and leaflet. Patients were followed up by monthly COPD clinic
for 3 months. Data on knowledge, ability to use inhaler, and peak flow rate (PEFR) were collected before
and after pharmaceutical care services using a self-administered questionnaire and data collection form.
The questionnaire was tested before data collection with Cronbach's alpha 0.756 on knowledge part. Data
were analyzed with the use of descriptive statistics that were used to identify the percentage, mean,
standard deviation and inferential statistics dependent or paired sample t-test.

Results: Thirty COPD patients were included with mean age 54.4+14.9, patients > 30 years with COPD. Most
patients were prescribed with pressurized metered dose inhaler (pMDI.)The average knowledge score pre-
service was 9.2+1.5 and post- service was 9.4+1.4 (p=0.032). Knowledge of 90% of the patients increased
significantly after receiving pharmaceutical care service (p=0.032). Ability to use inhaler pre- and post-
service scores were 27.613.1 and 28.4+2.8, respectively (p=0.011). PEFR pre-post service was 76.7+28.6
and 81.0+30.5, respectively (p 0.005). The PEFR increased significantly in 81% of the patients after the
service (p=0.005).

Conclusion: Pharmaceutical care services could improve knowledge, ability, and outcome in COPD patients
using inhaler.

Keywords: Pharmaceutical care service, chronic obstructive pulmonary disease, knowledge, inhaler
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A survey for investigating the present situation of use of real-world data
by pharmaceutical companies and their demand

Miss Haerin Cho?, Eunsun Lim?, Suvin Park?, Minjung Cho3®, Nam-Kyong Choi*?

IDepartment of Health Convergence, College of Science and Industry Convergence, Ewha Womans University, South
Korea, °Department of Industrial Pharmaceutical Science, College of Pharmacy, Ewha Womans University, South Korea,
3policy Department, Korea Pharmaceutical and Bio-Pharma Manufacturers Association, Seoul, Republic of Korea, South
Korea

Aim/Objective: Real-world data (RWD) are drawing ever-increasing attention in the pharmaceutical
industry. We survey to identify the present situation of RWD in pharmaceutical companies and gather their
opinions on improving RWD utilization.

Methods: We conducted a survey on RWD utilization related to pharmaceutical companies' conducting and
planning RWD studies. A survey was distributed to 181 members of the Korea Pharmaceutical and Bio-
Pharma Manufacturers Association and 47 members of the Korean Research-based Pharma Industry
Association (KRPIA) on November 10, 2021. All representatives who were interested in the RWD of each
company were contacted by email. The questionnaire consisted of closed-ended and open-ended questions
and was divided into three main parts: 1) experience of RWD studies, 2) plan of RWD studies, and 3) future
of RWD development.

Results: A total of 16 replies were received, of which 13 were pharmaceutical companies with 2100 billion
in annual sales, two were pharmaceutical companies with <100 billion in annual sales, and one was the
KRPIA. Five of the respondents (31.3%) reported having experience conducting RWD studies, and eleven
(75%) reported having a plan for RWD studies. Most companies (81.3%) responded that no experts or
departments were in charge of using RWD, and 93.7% indicated that an education program to foster
experts conducting RWD studies was needed. Opinions on RWD utilization included resolving legal issues
such as personal information, expanding RWD acceptance by regulatory agencies, revising related
regulations, and securing professional personnel.

Conclusion: The response rate may have been low because the questionnaire was not accurately
communicated to the survey subjects. However, the survey indicates that most pharmaceutical companies
have little experience conducting RWD studies but plan to conduct RWD studies. Therefore, we suggest
establishing relevant guidelines for using RWD and nurturing infrastructures that can professionally handle
RWD.

Keywords: Real-world data, survey, the pharmaceutical industry
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Application of systematic approaches to assess factors associated with
pharmaceutical expenditures: An illustrative study in the type 2 diabetes
population

Yu-Hsuan Hsu?, Chen Yi Yang?, Huang Tz Ou'?, Shihchen Kuo?

Institute of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National Cheng Kung University,
Tainan, Taiwan, 2Department of Pharmacy, College of Medicine, National Cheng Kung University, Tainan, Taiwan,
3Division of Metabolism, Endocrinology & Diabetes, Department of Internal Medicine, University of Michigan Medical
School, Ann Arbor, United States

Background: In Taiwan, pharmaceutical spending has steadily increased over time and reached to around
27% of healthcare expenditures. Such proportion is much higher than that (9-19%) among other developed
countries with high-income economies, especially in chronic diseases such as diabetes. However, studies
using systematic approaches to assess influential factors with drug expenditures in Taiwan are lacked.

Aim/Objective: We employed a systematic approach consisting of a structured literature review along with
expert interviews, regression-based analyses, and expert consensus meetings to identify significant factors
associated with total drug expenditures in glucose-lowering agents (GLAs) among type 2 diabetes (T2D)
patients.

Methods: Three operational steps were performed: (1) conducting a structured literature review and
expert interviews to identify potential factors associated with drug expenditures, (2) applying regression-
based statistical methods to select significant factors associated with drug expenditures based on the data
of randomly sampled T2D patients (n=16,220) retrieved from Taiwan’s National Health Insurance Research
Database during 2010-2019 and National Census Reports, and (3) conducting expert meetings to evaluate
the applicability of final factors under consideration of clinical relevance and local settings.

Results: According to literature review and expert recommendations, 46 factors were identified and
categorized into seven dimensions: patient demographics, socioeconomic status, comorbidities (Charlson
Comorbidity Index and Diabetes Complications Severity Index), medical services utilization (e.g., outpatient
visits), disease-specific (e.g., diabetes duration), medication-related (e.g., adherence to GLAs), and market-
related (e.g., drug price adjustments). 30 and 41 factors were selected using stepwise and LASSO
regressions, respectively. A total of 41 factors were finally concluded in the expert meetings as the
significant factors.

Conclusion: The systematic approaches applied in this study can be adopted by future studies to assess
factors associated with pharmaceutical expenditures. Identifying the influential factors with drug
expenditures could facilitate forecasting the healthcare budget and developing effective interventions to
mitigate the healthcare economic burden.
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Effectiveness analysis of business intelligence software applied to inhaled
medication guidance

Chih-Hao Hung?, Hui-Hsia Hsieh?, Tien-Yuan Wu?, Chi-Hua Chen?
Taichung Tzu Chi Hospital, Buddhist Tzu Chi Medical Foundation, Taiwan

Background: The use of the inhaler device correctly is essential. It is not easy for elders or children to learn
to use inhalers properly. However, if the inhaler is not operated correctly, the medicine will not be
delivered to the lungs, which will directly affect the therapeutic effect and cause the disease to worsen. In
this study, for patients who used the inhaler for the first time, pharmacists conducted health education
guidance and performed a medication knowledge test to evaluate the correctness of the operation.

Methods: This study uses a Google form to design a questionnaire to collect pre-and post-tests and
satisfaction surveys for pharmacists instructing inhalers from 2020 to 2021. The pre-and post-tests of
medication knowledge include the purpose of using inhalers, methods of operation, precautions, and
judgment of the remaining amount. All of which were scored on a 5-point Likert scale.

Results: During the study period, 832 cases of inhalers instructions were guided. The pre-test score of the
medication knowledge test was increased from 53.20 + 32.57 to post-test 97.96 * 6.06; the satisfaction
survey score was 4.90 = 0.29points. Compared with the past, using Microsoft Excel for data collection, it
takes 60 minutes to follow up statistical analysis and production of visual reports. Using Power Bl only takes
1-2 minutes to wait for the data to be updated. According to the conditions you want to analyze, interactive
Click-and-click can quickly display the filtering results, saving a lot of time and cost.

Conclusions: Use business intelligence software to combine data analysis and information technology to
provide data mining, statistical analysis, and data visualization, update data in real-time, and quickly grasp
the current situation through interactive operations. The time saved allows pharmacists to invest more in
the clinical pharmaceutical care business.
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Medicines shortage and falsified medicines as urgent challenges for
pharmaceutical policy

Dr Irina Kazaryan?!, Dr. Anahit Sevikyan?, Dr. Lusine Vardanyan?
YYerevan State Medical University, Yerevan, Armenia

Aim/Objective: Medicines shortages and falsified medicines have become global challenges which
compromise population health, put lives of patient at risk and create difficulties for health care systems.
Identifying these problems and informing policy-makers is the first step in a process of developing
appropriate policy strategies. The objective of this work was to identify pressing problems related to
medicines which are able influence population health in Armenia.

Methods: Survey was conducted in different regions of Armenia. 209 pharmacy practitioners participated
by completing specially designed questionnaire. Data were analysed with SPSS statistical software.

Results: Most of professionals (84.7%) consider that shortage of medicines for priority diseases is a threat
to public health. A half of responders (50.2%) suppose that there is shortage of medicines needed for
treatment of priority diseases in Armenia. Some of participants indicate certain medicines for which
shortage is observed. 90.0% of professionals believe that strengthening Health care system by introducing
policy strategies to manage medicines shortage is essential. The great majority of participants (89.5%)
consider that substandard and falsified medicines are also a threat to public health. 77.0% of respondents
thinks that substandard and falsified medicines are present on the local pharmaceutical market. The
percentage of professionals reporting this problem is higher among those who completed continuing
education courses (P=0.007). 81.8% of professionals suppose that unauthorized/unlicensed medicines are
also available on the market. 96.2% of participants are sure that strengthening Health care system in
Armenia by introducing additional tools for assuring quality of medicines is necessary.

Conclusion: Many pharmacy practitioners consider that there are problems with shortage of medicines
needed for treatment of priority diseases in Armenia, as well as with appearance of substandard and

falsified medicines. There is an urgent need in developing strategies aimed to solve problems identified.

Key words: Medicines shortages, falsified medicines.
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A Systematics Review of essential antidotes for pesticides toxicity in
emergencies care service in Thailand

Panupong Talernlap?, Rawiporn Puachaikul®, Piyawat Dilokthornsakul®, Nantawarn kitikannakorn®
1CMU, Muang, Thailand

Objective: To update evidence of pesticide antidotes lists in Thailand emergency care service and
therapeutic effects of add-on magnesium sulfate to standard treatment for organophosphate poisoning on
mortality and intubation.

Method: We review guideline antidotes for toxicological emergencies in five countries and systematically
searched clinical studies. We use PICO as search strategy tool on literature research by using P (population)
is any toxicity or poisoning, | (intervention) is name of pesticide, C (comparation) is placebo and O
(outcomes) is mortality, safety, mobility, adverse event. We determined unpublishing and publishing of
therapeutic effect of magnesium sulfate for organophosphate poisoning on mortality and intubation during
1990 to 2021. Meta-analysis of each outcome was performed under a random-effects model. 12 was used
to quantify statistical heterogeneity.

Results: A total of 2,667 studies were identified in the initial systematic search. After removing duplicated
studies and screening title abstract and full text, including reference search. We search for other antidotes
and indications especially organophosphate poisoning. We interest in magnesium sulfate which present
only in USA guideline. Eight studies related to magnesium sulfate were included in this study. Seven
randomized controlled trials and one case series with 483 patients were included. There are 258 patients
receiving magnesium sulfate and 225 control patients. The publication bias was tested by Contour-
enhanced funnel plot. Sensitivity analysis is dose of magnesium sulfate and study design, we use a random-
effects model and forest plots for analysis. The pooled risk ratio (RR) for mortality was 0.36 (95% Cl; 0.21 to
0.62, 12 =0.0%), while the RR for intubation was 0.71 (0.58 to 0.87, 12 = 0.0%).

Conclusion: Magnesium sulfate as an add-on treatment to atropine with pralidoxime could significantly
reduce mortality and intubation in patients with OP poisoning.
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Effectiveness of pharmaceutical care in patients with chronic kidney
disease: an evidence from a tertiary hospital in Taiwan

Yen-Hao Liao?, Kai-Cheng Chang®?, Szu-Hsuan Wang?, Mei-Hui Chang?, Ya-Lien Huang?, Li-Huei Chiang?, Chia-
Ling Yu!, Tzu-Cheng Tsai!, Hui-Yu Chen?

1Department of Pharmacy, Linkou Chang Gung Memorial Hospital, Taoyuan, Taiwan, 2School of Pharmacy, Institute of
Clinical Pharmacy and Pharmaceutical Science, College of Medicine, National Cheng Kung University, Tainan, Taiwan

Aim/object: Collaboration with pharmacists and multidisciplinary care for pre-end-stage renal disease
(preESRD) have been promising. However, evidence of pharmacist’s involvement in chronic kidney disease
is limited. The aim of our study was to implement pharmaceutical preESRD care program and evaluate the
clinical benefit for people with chronic kidney disease (CKD) stage 3-5.

Methods: We conduct a prospective cohort study in single medical center from December 2021 to May
2022 in Taiwan. Inclusion criteria contained anyone of the following: comorbidities are greater than or
equal to two, current medications are greater than or equal to ten, take non-steroidal anti-Inflammatory
drug (NSAID) frequently. CKD patients visited pharmacist-led preESRD clinic every three months. The
preESRD care consisted of reviewing potential nephrotoxicity prescriptions from different sources,
enhancing patients’ adherence to medications and drug information education. Effectiveness outcomes,
including creatinine, HbAlc and adherence to refills and medications scale (ARMS), were assessed at every
visits.

Result: We included 159 patients with second follow-up. The mean age was 68 years, and 56.6% of patients
were men. Individuals with multi-comorbidity account for 91.1% with the highest proportion of
hypertension (86.16 %). 41.5% and 16.9% with polypharmacy and exposed to NSAID, respectively. Thirty-
three prescription suggestions were proposed to clinicians and 93.3% had been accepted. After three-
months follow-up, ARMS score was improved from 14.4 (SD: 2.5) to 13.7 (SD: 2.7), however, NSAID
exposure revealed no significant difference after education (before: 16.9% vs after: 17.6%, p = 0.88). Level
of plasma creatinine was increasing by 0.16 mg/dL (SE: 0.04) and HbA1c declined by 0.02 % (SE: 0.07).

Conclusion: Patients received preESRD pharmaceutical care had improved medication adherence in the
early stage of intervention. A long-term follow-up are suggested to investigate further effectiveness in

pharmaceutical care.

Keywords: preESRD, pharmaceutical care, pharmacist-led preESRD clinic
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Performance indicators of operation management for refill prescription
system in Thailand.

Krissakorn Thanapairoj*, Napassorn Lhamrod?, Patawee Detchit!, Nantawarn kitikannakorn?
1CMU, Muang, Thailand

Long waiting time and unsatisfied the hospital service is severe problem in Thailand. National Health
Scheme Organization (NHSO) launched refilled prescription system for NCD patients in community
pharmacy since October 2019. Lamphun province is the top area where patients engage the system.
Twenty-one drugstores registered to be partner with Lamphun hospital. Pharmacist individually designed
operation in their shops. We aimed to investigate the patterns of operation and to design standardized
performance measurement for this system. Inventory and logistic of medication of each patient was
covered by the hospital. We did a semi-structure in-depth interview and observed the service at each
drugstore. Totally, there were 5 patterns of operation. All of them valued the process of dispensing and
counseling, it took average 8.39 minutes for each patient. Clinical outcome and adherence monitoring were
done only some cases. It took longer service time for dispensing but patients appreciate it. Community
pharmacists wasted a long time to complete patient and medication profile in the reimbursement system.
They expected for connecting information system with the hospital to reduce working load. Currently,
pharmacist fee for refill prescription in this pilot policy is 70 baht/prescription. It was more or less when
there was no drug-related problem in each prescription. Conclusion, patients satisfied the refilled
prescription service at drugstore. We need more network to serve this demand. For national level,
increasing of patients consent in this system was the primary performance indicator. We suggest further
collect time consuming to complete the process of each prescription. The good performance of operation is
reducing total process time, but increase value counselling time with patient.
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Drug expenditure target ensures drug quality in Taiwan

Pili Chih-Min Mao*
Lass

1Kaohsiung Veterans General Hospital, V&

Aim/Objective: Much attention is paid to the quality improvement of generic drugs and the control of
healthcare expenditure by the government of Taiwan, resulting abundant studies of the relationship
between the quality of generic drugs and the reimbursement price of national health insurance. Excluding
the drugs for rare diseases and with characteristic exceptional conditions, Drug Expenditure Target (DET)
has been conducted yearly to adjust the reimbursement price for those items that are out of patent,
enlisted < 15 years and enlisted > 15 years by National Health Insurance Administration (NHIA) since 2014.
The items that have been adjusted for reimbursement price were analyzed in the study. The study aimed to
assess the impact of DET on hospital drug expenditure.

Methods: The items that are adjusted for reimbursement price according to DET were published in the
website of NHIA and accessed to be downloaded. The data were then sorted and processed on the basis of
Anatomical Therapeutic Chemical Classification (ATC) and categories of common generic drugs, drugs with
BE/(BA + clinical trials), original drugs and BE comparator drugs.

Results: A total of 16,027 items of drugs were collected and analyzed. Among them, 13,336 (83.21%) were
items enlisted > 15 years, 12,695 items (79.21%) were local generic drugs, 12,221 (76.25%) were common
generic drugs, 8,956 (55.88%) were oral forms, and 8,443 (52.68%) were adjusted owing to lack of quality-
related proof.

Conclusion: Local generic drugs enlisted > 15 years and without quality-related proof are major items for
reimbursement price adjustment, indicating the primary aim of DET is to ensure drug quality.
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The willingness of healthcare workers to get vaccinated against SARS-
CoV-2: A systematic review and meta-analysis

Mrs Thai Thien Kim Nguyen?, Huyen Le?, Dr. Carla Perrotta?, Assoc. Prof. Ronnie Moore?
1University of Medicine and Pharmacy at Ho Chi Minh City, Viet Nam, University College Dublin, Ireland

Objective: To demonstrate the willingness of healthcare workers (HCWs) across different continents to
vaccinate against SARS-CoV-2 during the pandemic and to determine factors that influence their intentions.

Methods: A systematic review and meta-analysis were conducted using articles published in PubMed and
Scopus from January 1st, 2020 to April 10th, 2021. Meta-analysis was performed using “meta” and
“metafor” packages in R version 4.1.2. The rates of vaccine acceptance, refusal, and hesitancy were pooled
using random-effect methods. Sub-group and sensitivity analyses were performed. We used meta-
regression to detect the change in HCWs' intentions over time. Factors that influenced HCWSs’ intentions
were also systematically analyzed.

Results: A total of 30 studies across 28 countries were included. The rates of vaccine acceptance among
HCWs ranged from 23% to 96%. Pooled rates for vaccine acceptance, refusal, and hesitancy were 0.67
(95%Cl:0.61-0.72, 12 =99.5%), 0.23 (95%Cl: 0.18 —0.28, 12 = 99.5%), and 0.23 (95%Cl: 0.19 —0.29,
12=99.2%), respectively. Acceptance rates varied across countries in Asia, while Africa had the lowest rate of
vaccine acceptance. HCWs' intentions remained largely unchanged over time. Age, gender, occupation,
behavior toward vaccination, trust in governments, and trust in COVID-19 vaccines were associated with
HCWs vaccine intention.

Conclusion: The vaccine acceptance rates in HCWs were moderate and varied across continents.
Educational campaigns targeting influencing factors should be implemented for HCWs in particular areas to

increase vaccine acceptance.

Keywords: SARS-CoV-2, vaccine acceptance, healthcare workers
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Law Enforcement of Regulations on Place, Equipment and Good
Pharmacy Practice for Pharmacy in Thailand

Yongyuth Ruanta?, Dr. Chidchanok Reungorn'?
1Department of pharmaceutical Care, Chiang Mai University, Muang, Thailand

The objectives of this survey research are to explore law enforcement of regulation on place, equipment
and good pharmacy practice for pharmacy in Thailand. Population and sample for this study were 782
pharmacists who work in the division of consumer protection and public health pharmacy, the provincial
health office in 76 provinces throughout Thailand. Data were collected by questionnaire mail survey where
respondents can response by paper questionnaire or online questionnaire via link or QR code provided. A
total 192 questionnaires were returned with 155 completed questionnaires. The results shown that the
majority of respondents were females 66.4%, average age was 37.84 year-olds, 10 years’ experience or
more 57.4%, less than 10 years’ experience 58.7%, Holding drugstore licensee 18.1%, Pharmacist in the
drugstore 32.1, Position as Professional pharmacist 63.9, working in northern and northeastern 35.5% and
32.3% respectively. Most of the respondents were used to inspect drugstore 92.9%. Consumer protection
are the most favorable strategy used in consumer protection, followed by law enforcement 31.0%. The
opinion of deputy pharmacist toward place, equipment and the good pharmacy practice classified by
drugstore license, being drugstore pharmacist and experience in drugstore inspection status are not
significant. Multivariable linear regression analysis shown that attitude toward general law enforcement
affected opinion on difficulty of regulation and impact to consumer significantly p-value < 0.001.
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Predictors for readmission in patients with surgical site infection in a
tertiary care setting

Ms Shwetha Somakumar?!, Mr Elstin Raj!, Ms Fathima Basheer?, Dr Shyamasundar Bhat?, Dr Gabriel
Rodrigues?, Dr Girish Menon?, Dr Vijayanarayana K!, Dr Rajesh V*°

1Department of Pharmacy Practice, Manipal College of Pharmaceutical Sciences, Manipal Academy of Higher Education,
Manipal, India, °Department of Orthopedics, Kasturba Medical College, Manipal Academy of Higher Education Manipal,
Manipal, India, 2Department of General Surgery, Kasturba Medical College, Manipal Academy of Higher Education ,
Manipal, India, *Department of Neurosurgery, Kasturba Medical College, Manipal Academy of Higher Education,
Manipal, India, >Centre for Pharmaceutical Care, Manipal Academy of Higher Education, Manipal, India

Aim/Obijective: To build a model for predicting readmissions in patients with surgical site infection (SSI).

Methodology: 549 patients diagnosed with SSI from January 1, 2016 to August 25, 2021 admitted to
orthopedics (n=334), general surgery (n=135) and neurosurgery (n=41) departments were enrolled in the
retrospective study. The study was initiated after the approval of institutional ethics committee. Clinical
and socio-demographic data, treatment pattern and microbial isolates were collected using a predesigned
case record form. The predictors of readmission were identified using backward stepwise regression.
Hosmer-Lemeshow test and omnibus test were used to test for goodness of fit. Ability of the developed
model to discriminate between positive and negative cases was evaluated by comparing area under the
receiver operating characteristic curve (ROC) curve analysis

Results: Of the 549 patients diagnosed with SSI, 137(24.9%) were readmitted. Presence of implant(OR
1.694 [95% Cl 1.09- 2.63]), malodorous discharge(OR 2.435 [95% Cl 1.35- 4.4]), surgeries in peripheral
areas(OR 2.31 [95% ClI 1.35 - 3.97]), post-operative use of glycopeptide class of antibiotics(OR 5.75 [95% Cl
1.9- 17.4]) and patients who got SSI for the first time without recurrence or reinfection(OR 0.167 [95% CI
0.084- 0.335]) were considered for the readmission prediction model. The area under the curve was
estimated to be 0.709 [95% Cl 0.66-0.76]. The model showed an accurate prediction of 77.8%.

Conclusion: A model for predicting readmission in surgery patients with SSI was established based on
patient related and treatment related risk factors. The model had an acceptable efficiency in predicting the
readmission rates in our healthcare setting which could help the clinician identify the patients susceptible

to readmission with SSI.

Keywords: Surgical site infection, risk factors, readmission, prediction modelling
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Investigating the impact of Chinese Zero Mark-up Drug Policy on drug
costs for managing Parkinson's disease: a single-center analysis

Rui-Lin Wang®?, Xin-Ya Li%*3** Xin-Chun Gu®, Qian Cai°, Ya-Yong Wang'®, Dr. Zhan-Miao Yi%** Dr. Li-Chia
Chen®

1Department of Pharmacy, Peking University Third Hospital, Beijing, China, °Department of Pharmacy Administration
and Clinical Pharmacy, School of Pharmaceutical Sciences, Peking University, Beijing, China, 3Institute for Drug
Evaluation, Peking University Health Science Center, Beijing, China, *Therapeutic Drug Monitoring and Clinical Toxicology
Center, Peking University, Beijing, China, *Centre for Pharmacoepidemiology and Drug Safety, Division of Pharmacy and
Optometry, School of Health Sciences, Faculty of Biology, Medicine and Health, University of Manchester, Manchester
Academic Health Science Centre, Manchester, UK, ®Department of Pharmacy, The Second Affiliated Hospital, Xinjiang
Medical University, Urumgi, China

Objective: The Zero Mark-up Drug Policy (ZMDP), launched in April 2009 to adjust medical institutions'
revenue and expenditure structures in China, may influence drug utilization for chronic diseases. This study
evaluated the impact of ZMDP on drug costs for managing Parkinson's disease (PD) and its complications
from the perspective of healthcare providers.

Methods: This cross-sectional study used the healthcare administrative data from a tertiary hospital in
China from January 2016 to August 2018. An interrupted time-series analysis (ITSA) was used to investigate
the impact of ZMDP on monthly drug expenditures for managing PD and its complications per outpatient
visit or inpatient admission. The step-change (an immediate level change at the intervention, 1) and the
trend change (a change of slope compared post against pre-intervention, f2) were reported. ITSA was
further conducted on outpatient-related drug costs dichotomized by whether patients of older age (265
years), with health insurance coverage and drugs included in the National Essential Medicine List (EML).

Results: Drug costs were derived from 18,158 outpatient visits, and 366 inpatient admissions. As expected,
the implementation of ZMDP significantly decreased drug costs for managing PD in outpatients ($1=-200.9)
and inpatients (B1=-307.2) (both P<0.05). The post-ZMDP trend change of outpatient-related drug costs for
managing PD differed by whether patients were covered with healthcare insurance (covered: B2=-11.3;
uncovered: B2=16.8) or drugs included in the EML (listed: f2=-1.4; not listed: f2=6.3). Similarly, post-ZMDP
drug costs for managing outpatients' PD complications significantly increased in patients with older age
(B2=24.3), uncovered by health insurance (32=12.6), and drugs included in EML (B2=14.7).

Conclusions: The significantly increased post-ZMDP trend in several subgroups may offset decreased drug

costs at the implementation of ZMDP. Further research is needed to investigate the policy-induced medical
burden and care outcomes, particularly for patients with older age and uncovered by health insurance.
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Seeing eye-to-eye on real-world evidence: Is guidance from Japan and
China consistent with recommendations from REALISE in Asia?

Yan Ran Wee!, Ms Natsumi Fujita?, Dr Jennifer S Evans?!
Costello Medical, Singapore

Aim/Objective: The REAL World Data (RWD) In Asia for Health Technology Assessment (HTA) guidance was
developed by a regional working group to facilitate the increasing acceptance of real-world evidence (RWE)
in Asia. We compared the consistency of REALISE against guidance from Japan and China.

Methods: Country-specific guidance for RWE/RWD use in pharmaceutical development were identified in
May 2022 through governmental websites, with validation searches via Google. Sections from local

guidance were mapped onto REALISE and categorised as “agree”, “mixed”, “disagree” or “missing” based
on coverage/consistency.

Results: Five Japanese and three Chinese documents were mapped. Most sections in Chinese guidance
(77%) and 36% of sections in Japanese guidance were tagged “agree” or “mixed”, with general alignment
on definitions and good practice considerations (study design, accountability); however, 63% of Japanese
sections were tagged “missing” from REALISE. As local documents took the regulatory perspective, they
lacked REALISE’s discussion of translating RWD to RWE for HTA/economic evaluations specifically. Local
guidance focussed on practicalities of RWD collection in local contexts, including descriptions of specific
actions (e.g. evaluating RWD sources, ensuring data security) rather than overarching principles described
in REALISE; specifically, Japanese guidance described how to access and analyse databases/registries,
reflecting Japan’s landscape of robust sources of national healthcare data, but lacked discussion of other
RWE study types, data sources and specialised analytical methods. While Chinese guidance had a broader
view of RWD types (more similar to REALISE), they also contained discussions on pharmacovigilance and
omics data, communication with regulatory bodies, and incorporation of RWE into the approval pathway
for traditional Chinese medicines.

Conclusion: Despite differing purposes (with no RWE guidance from local HTA bodies), local and regional
guidance align on general principles/good practice in generating/using RWE, providing common ground for

increasing usage of RWE in HTA in Asia.

Keywords: RWE, regulatory guidance, HTA
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Comparison of SNG algorithm with standard tools for causality
assessment of adverse drug reactions in South Indian hospital setting

Ms Sephy Alex?, Mr Shrey Seth?, Mr Elstin Anbu Raj S*, Dr Surulivelrajan M*2, Dr Rajesh V3

1Department of Pharmacy Practice, Manipal College of Pharmaceutical Sciences,Manipal Academy of Higher Education,
Manipal, India, ?Centre for Pharmacometrics, Manipal Academy of Higher Education, Manipal, India, 3Centre for
Pharmaceutical Care, Manipal Academy of Higher Education, Manipal, India

Objective: To compare the SNG algorithm with other standard tools for causality assessment of adverse
drug reactions in the Indian hospital settings.

Methodology: The cases were identified retrospectively from the Pharmacy Practice Department database
for adverse events (AE) reporting using previously documented AEs. Patient data were collected from 2012
until 2021, irrespective of demographics and occupation along with comorbidities. All the ADRs were
identified and assessed separately for the Naranjo Scale (NS) and Sharma-Nookala-Gota (SNG) scale, which
will be used to compare the validity of the SNG algorithm and its effectiveness against NS for CA.

Results: Out of the 758 AEs, 422 (55.7%) AEs were reported in male patients and 328 (43.3%) in female
patients. The highest frequency of AEs was observed in age groups 50-59 years with 153 patients. The most
frequently assigned causality category in NS and SNG scale was “possible” with the frequencies being 521
and 528, respectively. A disagreement between the interpretations of the two algorithms was observed in
443 (58.44%) cases. The most frequent disagreement was found in the Possible category (SNG) to Probable
(Naranjo) with 222 reports.

Conclusion: The most often ascribed causality category in the NS and SNG scale was "possible" out of 758
ADR reports. Probable was the second most common category in NS, followed by definite and then
doubtful. The second most common category in the SNG algorithm was doubtful, followed by probable,

with no patients falling into the "definite" and "not related" categories.

Keywords: Adverse Drug Reaction, Naranjo Scale, Causality, India
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Knowledge and perception of vaccine pharmacovigilance and adverse
event following immunization reporting among pharmacy students - An
online-based cross-sectional study

Dr Ramesh Bhandari®, Mr. Vishwa R Byakod?, Ms. Vijayasanti Deva', Mr. Omkar S. Pandare?, Dr. M. S.
Ganachari?

1Department of Pharmacy Practice, KLE College of Pharmacy Belagavi, Constituent unit of KLE Academy of Higher
Education and Research, Belagavi, India

Objective: In India, the knowledge and perception of vaccine pharmacovigilance and adverse events
following immunization (AEFI) reporting among pharmacy students are unknown. To assess the knowledge
and perception of pharmacy students towards vaccine pharmacovigilance and AEFI reporting.

Methods: It is a cross-sectional survey conducted for three months. Validated structured questionnaires
were circulated through emails and social media (Facebook and Whatsapp) to the pharmacy students in
India. The data was then imported in IBM SPSS (Version 22) for analysis.

Results: Total 205 responses were received, out of which 196 consented to participate, and the remaining
nine refused to participate in the study. The average knowledge score was found to be 7.54+1.78. In our
survey, 82.7% of participants didn’t report AEFI. 50% of participants said that vaccine pharmacovigilance is
not yet covered in the syllabus, and 66.3% said they were not trained during their studies for AEFI
reporting. 96.9% of participants think that Pharmacists should be involved in reporting AEFI, and 95.4% of
participants are willing to undergo training on Vaccine pharmacovigilance.

Conclusion: The AEFI reporting system is essential and, in most cases, done by a pharmacist in the Indian
scenario; hence it is recommended to add it to the syllabus and practical exposure of vaccine
pharmacovigilance and AEFI reporting to the pharmacy curriculum. It is also recommended that the
continuous training programs and education to the health care professionals is essential to raise the
knowledge and perception regarding vaccine pharmacovigilance and reporting of AEFI.

Keywords: AEFI, Knowledge, Perception, Pharmacy student
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Validation of clinical variables in the SingHealth COVID-19 Registry

Sze Ling Chan™?, Jin Yee Shoon?, Edwin Philip Conceicao?, Yue Yang?, Arora Shalvi®, Marcus Eng Hock Ong?,
Jean Xiang Ying S|m3, Indumathi Venkatachalam?

!Health Services Research Centre, SingHealth, Singapore, Health Services and Systems Research, Duke-NUS Medical
School, Singapore, *Department of Infection Prevention and Epidemiology, Singapore General Hospital, Singapore

Objective: The SingHealth COVID-19 registry was established in response to the COVID-19 pandemic for
operational, research, clinical and pandemic preparedness purposes. It was developed within Electronic
Health Intelligence System (eHIntS), a digital-data repository within SingHealth that integrates information
from the Electronic Medical Record (EMR). We aim to internally validate presenting signs and symptoms,
comorbidities and COVID-19 complications defined within the registry.

Methods: Validation was completed for patients admitted to 2 acute hospitals (SGH and SKH) from January
2020 to 31st December 2020. We created algorithms by combining various diagnostic codes and other
structured clinical data to define comorbidities and COVID-19 complications using eHIntS data. 10% of
patients from each institution with at least 1 algorithm detected variable were sampled. We calculated the
sensitivity, positive predictive value (PPV), Cohen’s Kappa, and prevalence-adjusted and bias-adjusted
kappa (PABAK) to measure the performance of the algorithms against the gold standard of manual EMR
review for each of the 19 comorbidities and 14 complications.

Results: For 180 (of 1,840) SGH patients and 139 (of 1,377) SKH patients, SGH had and overall PPV of 0.972
(95%Cl: 0.935-0.988) and sensitivity of 0.988 (95%Cl: 0.959-0.997) while SKH had overall PPV of 0.919
(95%Cl: 0.858-0.956) and sensitivity of 0.884 (95%Cl: 0.817-0.928). Overall Cohen Kappa and PABAK were
0.345 (95%Cl: -0.130-0.821) and 0.922 (95%Cl: 0.843-0.968) for SGH and -0.0944 (95%Cl: -0.483-0.294) and
0.640 (95%Cl: 0.492-0.760) for SKH, respectively.

Conclusion: There was good agreement between our eHints-based algorithms and the gold standard for all
variables for both institutions.
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Trends of antibiotic resistance and risk factors of carbapenem resistance
in critically ill patients with Klebsiella pneumoniae bacteremia

Pei-Hsiang Chang?, Ying-Chi Lin?, Chau-Chyun Sheu??

IMaster program in clinical pharmacy, School of pharmacy, College of Pharmacy, Kaohsiung Medical University,
Kaohsiung, Taiwan, *Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine, Kaohsiung
Medical University Hospital, Kaohsiung, Taiwan, 3Department of Internal Medicine, School of Medicine, College of
Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan

Objective: Bacteremia caused by Klebsiella pneumoniae (KP) has high mortality rates. The rapid emergence
of antibiotic-resistant KP is a health threat, especially for patients admitted to intensive care units (ICUs).
The aim of this study was to investigate the trends of antibiotic resistance of strains responsible for KP
bacteremia in ICU patients and the risk factors associated with carbapenem-resistant KP (CRKP) bacteremia.

Methods: We conducted a retrospective study on adult patients with KP bacteremia admitted to the ICUs
of a medical center in Southern Taiwan from Jan 1, 2013 to Dec 31, 2020. The antibiotic susceptibility
profile and the patients’ clinical data were collected from electronic medical records. Cochran-Armitage
test for trends was used to assess the trends of antibiotic susceptibility. Univariate and multivariate logistic
regression were used to identify risk factors associated with KP bacteremia caused by CRKP.

Results: A total of 266 patients were included in this study. The proportion of KP strains only resistant to
ampicillin (wild-type) decreased from 69.0% to 45.2% from 2013 to 2020 (P=0.003). The proportion of CRKP
increased from 3.5% to 16.7% (P=0.003) during the study period. The susceptibility of KP to the following
antibiotics had dropped to less than 60% in 2020: Ampicillin/sulbactam (50.0%), levofloxacin (52.4%),
cefoxitin (56.5%), cefazolin (57.1%), ceftazidime (57.1%), and trimethoprim/sulfamethoxazole (59.5%). The
susceptibility of KP to amikacin remained high (95.2%). Length of hospital stay was the only independent
risk factor associated with carbapenem-resistant KP bacteremia (odds ratio[OR]: 1.05, 95% confidence
interval [Cl]: 1.02-1.07, P=0.046).

Conclusion: Our study observed a significant increasing trend in antibiotic resistance in KP bacteremia
during the past eight years. The rapid emergence of CRKP is especially alarming. Most KP isolated from
bacteremia in critically ill patients remain susceptible to amikacin. Length of hospital stay was a risk factor
associated with CRKP bacteremia.
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Claims-Based Algorithms for Lactic Acidosis: What to Do in the Absence of
Specific ICD-10 Codes?

Haogian Chen?!, Mary E. Ritchey?!, Steve Khalil>, Amar Bhagat?, Chioma Madu?, Pranav Sharma?, Cecilia
Huang?, Brian L. Strom?, Tobias Gerhard*

1Rutgers Center for Pharmacoepidemiology and Treatment Science, New Brunswick, United States, ?Rutgers Robert
Wood Johnson Medical School, New Brunswick, United States

Background: Reliable outcome capture is critical for database studies. However, coding systems do not
always capture the precise clinical concept of interest. For example, there is no specific code for lactic
acidosis (LA) in either ICD-9 or ICD-10. Previous claims-based studies have relied on codes for acidosis (ICD-
9 276.2; ICD-10 E87.2). However, only a small fraction of hospitalizations with acidosis are expected to
represent LA.

Purpose: To examine the feasibility of constructing claims-based definitions for LA among patients with
type 2 diabetes, assisted by using code position.

Methods: We identified patients with ICD-10 code E87.2 (acidosis) as: (1) admitting and principal diagnosis,
(2) admitting and secondary diagnosis, and (3) admitting diagnosis without principal or secondary diagnosis
among US Medicare patients age =65 from 10/1/2015 to 12/31/2018. Medical charts for 30-50 randomly
sampled cases per group were retrieved and reviewed by nephrologists. Confirmed LA was defined as
elevated lactate level (23mmol/L) and evidence of acidosis (pH <7.35, anion gap >16mmol/L, or serum
bicarbonate level <21mmol/L). Positive predictive value (PPV) and 95% confidence interval [CI] were
calculated by group and overall.

Results: 114 patients were sampled (mean age 75, 60% female). PPVs for confirmed LA were estimated at:
67% [Cl 51-83] for group 1 (22/33 charts); 49% [Cl 35-63] for group 2 (25/51 charts); 30% [CI 14-46] for
group 3 (9/30 charts); and 50% [Cl 36-65] overall.

Conclusion: Our results show that restriction of inpatient acidosis cases to those with both admitting and
principal acidosis diagnoses allows identification of LA cases with a PPV of 67%. PPVs were lower for cases
with admitting and secondary diagnosis or admitting diagnosis without principal or secondary diagnoses.

Code position can be used as a powerful tool to identify precise concepts in the absence of specific codes.

Keywords: Lactic Acidosis Validation; Claims-based definition; Positive Predictive Value;
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Analysis of COVID-19 vaccine-related adverse drug reaction in a medical
center in Southern Taiwan

Hung Yi Chen?, Shumin Kao!
!Department of pharmacy, National Cheng Kung University Hospital, Tainan, Taiwan

Aim/Objective: The infection rate of COVID-19 nationwide has exceeded 12.4%, and a total of 4,280 people
have died. The infection number in southern Taiwan is still increasing. COVID-19 vaccines greatly reduce
the risk of severe illness, hospitalization, and death from COVID-19. However, adverse reactions unlisted in
the package insert (unlisted ADR, UADR) appear one after another. Pharmacists can play a crucial role in
pharmacovigilance.

Methods: The ADR reports during March 22, 2021, the day when Taiwan's COVID-19 vaccine was first
launched, to June 8, 2022 in our ADR database were tested. The UADR of 4 COVID-19 vaccines was counted
and UADR signals were detected by proportional reporting ratios (PRRs). We use the Medicines and

Healthcare products Regulatory Agency (MHRA) signal selection criteria: PRR22, chi-square 24, number of
case reports >3, to detect UADR signals.

Results: During the study period, we received 700 cases of ADR notifications, 725 ADR symptoms including
111 cases of Covishield (38 cases of UADR), 37 cases of Spikevax (17 cases of UADR), 27 cases of BNT
vaccine (14 cases of UADR), 8 cases of Medigen (UADR 6 cases). UADRs meeting the MHRA signal selection
criteria (PRR; chi-square 24; number of case reports) are as follows: suspected Spikevax-induced
thrombosis (7.8; 35.6; 7); Covishield-related vision loss (4.6; 13.3; 4), cellulitis (4.6; 13.3; 4), hearing loss
(4.3; 8.9; 3), numbness of limbs and trunk (4.3; 8.9; 3), muscle weakness (3.4; 6.1; 3).

Conclusion: We found 6 COVID-19 vaccine UADR signals, which are helpful for medical staffs to prioritize
the identification of UADR related to Spikevax and Covishield vaccines. In particular, Spikevax-related
thrombus has the strongest signal and needs the most attention. As for vision loss and hearing loss, the
signals are also helpful in early detection and treatment. Therefore, pharmacovigilance in COVID-19
vaccines is still important.

Keywords COVID-19, adverse drug reaction, signal, Pharmacovigilance
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Outcomes with concurrent use of proton pump inhibitors and first-line
afatinib in patients with advanced non-small cell lung cancer

YING-SHAN CHUNG™?, YU-HUNG FANG!
1Chiayi Chang Gung Memorial Hospital, Puzi City, Taiwan, 2Chang Gung University of Science and Technology, Chiayi
Branch, Puzi City, Taiwan

Objective: Concomitant proton pump inhibitors (PPIs) use might reduce the plasma concentration of
epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs), such as gefitinib and erlotinib, and
thus might result in worse clinical outcomes in patients with non-small cell lung cancer (NSCLC). This drug
interaction clinical results in patients treated with afatinib remain unknown. This study was aimed to
evaluate whether the combined use of afatinib with PPIs affected outcomes in patients with advanced
EGFR-mutant NSCLC.

Methods: We conducted a multicenter cohort study of patients newly diagnosed with EGFR-mutant NSCLC
and treated with first-line afatinib between 2014 and 2019 using an private medical research database
based on electronic medical records. Patients who exhibited an overlap between PPIs and afatinib usage
days were defined as concurrent use of PPls. We followed from the index date of afatinib use until
treatment failure, death, or the end of 2019. Time to treatment failure (TTF) was defined as the time from
the start of the first-line afatinib to the last day of treatment. Association of concurrent use of PPIs and
afatinib was evaluated with Cox proportional hazards model.

Results: A total of 918 patients were treated with first-line afatinib, 330 of which took PPIs at the same time
and 588 took afatinib only. Patients had similar TTF regardless of concurrent use of PPIs during afatinib
treatment (HR 1.08 [95% Cl, 0.91 to 1.29]). However, exposure to PPIs during first-line afatinib treatment
significantly decreased overall survival compared to that of patients with afatinib only (HR 1.29 [95% Cl,
1.05 to 1.59]).

Conclusion: Concurrent use of PPls was associated with lower overall survival in patients with EGFR-mutant
NSCLC under first-line afatinib treatment.

Keywords: proton pump inhibitors (PPIls), epidermal growth factor receptor (EGFR), non-small cell lung
cancer (NSCLC), afatinib.
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Treatment with methylphenidate and the risk of fractures among children
and young people: a self-controlled case series study

Miss Le Gao?, Dr Kenneth KC Man?3, Mr Min Fan?, Miss Grace MQ Ge?, Dr Wallis CY Lau¥?3, Dr Ching-Lung
Cheung?, Professor David Coghill*°, Dr Patrick Ip*, Miss Kirstie HTW Wong'?, Professor lan CK Wong'?3
LUniversity of Hong Kong, Hong Kong, Hong Kong, 2UCL School of Pharmacy, London, United Kingdom, 3Laboratory of
Data Discovery for Health Limited (D24H), Hong Kong Science Park, Hong Kong, Hong Kong, “University of Melbourne,
Melbourne, Australia, >°Murdoch Children’s Research Institute, Melbourne, Australia

Introduction: Animal studies suggest that methylphenidate treatment for around 3 months may lead to less
mineralized and weaker appendicular bones. Our previous systematic review showed mixed results in the
risk of fractures in ADHD treated group compared with the non-treated ADHD, and the results are limited
by the study quality. Thus a self-controlled case series (SCCS) study was used to compare the risk before
and after treatment initiation.

Methods: We included individuals aged between 5 and 24 years who received methylphenidate treatment
and experienced fractures from 2001 to 2020 in Hong Kong using a territory-wide electronic medical record
database. Incidence rate ratios (IRRs) and 95% confidence intervals (Cls) of fracture risk were calculated by
comparing the incidence rate in the methylphenidate-exposed period compared to the non-exposed
period.

Results: Among 43,841 individuals with ADHD medication prescriptions before the year 2020, 2,203 were
included in the SCCS analysis. We found a significantly higher risk of fracture in the 6 months before
methylphenidate initiation compared to the baseline period (IRR 1.27, 95% ClI 1.05-1.53), a similar or
marginally similar risk to the baseline period in different periods after treatment initiation with IRRs ranging
from 0.75 to 0.87. When compared to the 6-month pre-exposure period, the risk of fractures was
decreased by 39% (IRR 0.61, 95% Cl 0.45-0.82) in the first 6 months after methylphenidate initiation, 41%
(IRR 0.59, 95% Cl 0.42-0.84) in 7-12 months after treatment start, and 32% (IRR 0.68, 95% Cl 0.55-0.85)
during the subsequent exposure period. A similar result was observed in the spline-based SCCS. Negative
control outcome analysis did not detect any significant risk of diseases of oesophagus, stomach, and
duodenum.

Conclusion: In conclusion, treatment with methylphenidate may lower the risk of all-cause fractures,
however, further evidence is needed about the treatment duration and sex effect.
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Association of endocrine-disrupting chemicals exposure and risk of
gestational hypertension and preeclampsia: a systematic review and
meta-analysis

Mr Amol Hirke!, Bincy Varghese?!, Dr. Ramu Adela®
INational Institute of Pharmaceutical Education and Research, Guwahati, Guwahati, India

Aim and objective: Prenatal exposure to bisphenol A, phthalates, and per or polyfluoroalkyl compounds has
been linked to gestational hypertension and preeclampsia. However, the results were conflicting and
inconclusive. The present study aims to examine the relationship between EDCs exposure (bisphenol-A,
phthalates, and per or polyfluoroalkyl substances) with the risk of gestational hypertension and
preeclampsia in pregnant women.

Methods: We searched PubMed and Google Scholar for studies investigating bisphenol-A, phthalates, and
per or poly-fluoroalkyl substances and gestational hypertension or preeclampsia. Pooled odds ratio (OR)
with 95% confidence interval (Cl) were calculated for risk estimate by using the generic inverse variance
method, we conducted a meta-analysis.

Results: A total of 20 studies were included. The pooled results demonstrated higher levels of urinary
concentrations of mono-isobutyl phthalate (MiBP) (OR:1.52, 95% Cl: 1.04,2.21), mono-n-butyl phthalate
(MBP) (OR:1.72, 95% Cl: 1.26, 2.34) and mono-ethyl phthalate (MEP) (OR:1.37, 95% Cl: 1.11, 1.69) were
associated with increased risk of gestational hypertension. The higher plasma concentration of PFOS
(OR:1.21, 95% ClI: 1.09, 1.34) and PFHxS (OR:1.13, 95% Cl: 1.02, 1.26) were positively associated with an
increased risk of preeclampsia. Whereas, PFUnDA (OR:0.82, 95% Cl: 0.72, 0.94) were inversely associated
with the risk of preeclampsia. From our analysis, Bisphenol A exposure during pregnancy did not show
significant association with the risk of gestational hypertension and preeclampsia.

Conclusion: Our findings indicated that MiBP, MBP, and MEP exposure during pregnancy was associated
with increased risk of gestational hypertension. Also, PFOS and PFHxS were associated with an increased
risk of preeclampsia. Whereas, PFUnDA was inversely related to the risk of preeclampsia. Since the most of
associations have limited evidence, more research is needed to confirm these findings.
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Elevation in serum uric acid levels predicts favorable response to EGFR
inhibitors treatment in patients with metastatic NSCLC

Hui-Hsia Hsieh?, Tien-Yuan Wu?, Chi-Hua Chen*
Taichung Tzu Chi Hospital, Buddhist Tzu Chi Medical Foundation, Taichung, Taiwan, Taiwan

Background: Erlotinib and gefitinib block the activation of EGFR, a transmembrane receptor found in many
types of cancer cells. Cancer is halted through EGFR inhibition to inhibit the angiogenesis and impairment
of intratumoral microcirculation. Impairment of microcirculation results in intratumoral hypoxia and
increases the level of serum uric acid.

The purpose of this study was to determine whether serum uric acid levels related to erlotinib or gefitinib
effects on metastatic non-small-cell lung cancer (NSCLC) therapeutic responses.

Methods: These retrospective cohort studies included 125 patients, from Jan 2018 to Dec 2021, with
metastatic non-small-cell lung cancer treated for at least 3 months with erlotinib or gefitinib and survivors
without disease progression. We recorded and analyzed demographic characteristics, baseline serum uric
levels, and 3-month serum uric acid levels.

Results: The total number of patients with cancer history was 20; the number of newly diagnosed patients
was 105. A total of 54 patients had brain metastases, while 71 patients without metastasis. Of 125 patients,
76 were taking erlotinib and 49 were taking gefitinib. Among the 31 with the uric acid test, 94 were not.
When the medication was begun, the average uric acid level was 4.63 mg/dL. After three months, the
average uric acid level elevated to 6.08 mg/dL. In the survivors without progression group, we found that

serum uric acid levels were significantly different 3 months after starting erlotinib or gefitinib,

Conclusion: There was a significant increase in serum uric acid levels in patients with metastatic NSCLC who
responded favorably to erlotinib or gefitinib and did not progress upon erlotinib or gefitinib treatment.
However, there are limitations to this study due to the small number of cases detected for uric acid. The
serum uric acid biomarker as a novel biomarker for predicting survival in metastatic NSCLC patients
requires further study.
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An age-period-cohort analysis of psychiatric medicine related adverse
drug reactions from 2010 to 2019 in Jiangsu Province, China

Feng Huang?!, Wei Du?, Jianjun Zou?
1Southeast University, Nanjing, China, 2Department of Clinical Pharmacology, Nanjing First Hospital, Nanjing Medical
University, Nanjing, China

Background: The adverse drug reactions (ADRs) of psychiatric medicines have been reported a lot in
practice. In America, there were 117,414 ADRs caused by psychiatric medicines have been reported
between 2004 and 2012. A total of 14,979 psychiatric medicine related ADRs were reported in Australia
until 2011. In this study, we aimed to separate the effects of age, year, and birth cohort in association with
the incidence of psychiatric medicine related ADRs in Jiangsu Province in China.

Methods: We obtained data for people aged 0-89 years from the regulatory ADR Spontaneous Reporting
System in Jiangsu Province during the period between 2010 and 2019. We calculated age-adjusted
incidence rates using Poisson regression with the province-wide population as an offset. We further
performed the age-period-cohort analysis with an intrinsic estimator algorithm (APC-IE) to estimate the
independent effects of age, period, and cohort on the psychiatric medicines related ADRs. We also
conducted the stratification analysis by sex.

Result: A total of 16,753 psychiatric medicine related ADRs serious enough for hospital care were identified.
The age-adjusted incidence rate of psychiatric medicine related ADRs has increased approximately 4 times
from 0.63 to 2.44 per 100,000 population during 2010 to 2019. The risk of psychiatric medicines related
ADRs increased with the period. 30-35 age group has highest risk of ADRs than other age groups. The 1930
birth cohort demonstrated 2.56 times higher risk of ADRs in comparison with the 1990 birth cohort, but
there has been an upward trend in younger-age birth cohort. Similar age-period-cohort patterns were
observed among males and females.

Conclusions: With the increase of diagnosis of mental disorders and the upward trend of psychiatric
medicines related ADRs occurrence, we should continue to investing our efforts to promote safer use of

psychiatric medicine.

Keywords: psychiatric medicine; adverse drug reactions; age-period-cohort analysis; China
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Identification Tenofovir disoproxil fumarate (TDF) induced nephrotoxicity
by using trigger tool

Udomluk Janwong?, Noppadon Akarathum?, Chokannikar Tunkham?, Yaowaluk Siriwarothai®, Prathum
Thachorn®

IMaster of Pharmacy Program, Faculty of Pharmacy, Chiang Mai university, Thailand, 2Department of medicine,
Sanpatong Hospital, Chiang Mai., Thailand, 2Department of nursing, Sanpatong Hospital, Chiang Mai., Thailand

Objective: To identify Tenofovir disoproxil fumarate (TDF) induced nephrotoxicity by using trigger tool

Method: A retrospective study using chart review was conducted. All patients diagnosed with HIV receiving
antiretroviral regimen with TDF at HIV clinic at a secondary care hospital during January 1st 2020 to
December 31st 2021. Tenofovir nephrotoxicity was identified using four abnormal laboratory results as
triggers for detecting. The trigger tools included estimated glomerular filtration Rate (eGFR) <60
ml/min/1.73m?, serum potassium <3.5 mmol/L, serum phosphorus £2.5 mg/dL, and urine glucose >50
mg/dL

Results: Triggers were observed 149 times in 1,546 medical records were admitted during the study
period. Most common triggers were urine glucose >50 mg/dL (42.95%), (eGFR) <60 ml/min/1.73m?
(29.53%) , serum Potassium <3.5 mmol/L (14.10%) , serum Phosphorus <2.5 mg/dL (13.42%). The highest
positive predictive value (PPV) was for serum Phosphorus 2.5 mg/dL (30.00%) followed by serum
potassium <3.5 mmol/L (23.80%), urine glucose >50mg/dL (23.44%) and eGFR <60 ml/min/1.73m?
(11.36%).

Conclusions: Serum Phosphorus <2.5 mg/dL is the most sensitive positive predictive value (PPV) to
detecting Tenofovir disoproxil fumarate (TDF) induced nephrotoxicity. Medical profession may benefit from
trigger tool method to help them detect TDF induced nephrotoxicity. These triggers might be used as add-

on methods to spontaneous method to improve the detection of nephrotoxicity from TDF.

Keywords: trigger tool, pharmacovigilance, Tenofovir disoproxil fumarate (TDF), nephrotoxicity, HIV

ACPE14 ePoster abstracts Page 27 of 267



atn
Oct. 21-23, 2022 /] Tainan, Ta;ly
<] Spe .V e

£/

B.13

Signal detection of COVID-19 vaccines using spontaneous adverse event
reports

Hyesu Jeong™?, Byung Chul Chun?, Gunn Hee Kim?**

IDepartment of Epidemiology and Medical Informatics, Graduate School of Public Health, Korea University, Seoul, South
Korea, °Drug Safety Monitoring Center, National Medical Center, Seoul, South Korea, 3Department of Preventive
Medicine, Korea University Medical College, Korea University, Seoul, South Korea, *Department of Anesthesiology and
Pain Medicine, National Medical Center, Seoul, South Korea

Aim/objective: In order to investigate adverse events (AEs) that might be associated with the COVID-19
vaccines, signals were detected through spontaneous adverse event reports.

Methods: From January 2013 to May 2022, the proportional reporting ratio (PRR), reporting odds ratio
(ROR), and information component (IC) was calculated through AE collected by the national medical center
from 63 institutions. The proportion of all AEs to COVID-19 vaccines (BNT162 Vaccine, 2019-nCoV Vaccine
mMRNA-1273, ChAdOx1 nCoV-19, Ad26COVS1) which were for an AE of interest was compared to the same
proportion for other viral vaccines in the database, in a 2X2 table. In PRR, ROR, the signal was defined as 3
or more cases, PRR, ROR at least 2, and chi-squared of at least 4; In IC, the signal was defined as the lower
limit of the 95% confidence interval was greater than 0.

Results: During the study period, 68,365 cases were reported, among them, viral vaccines-AE pairs were
12,674 patients and 25,758 cases (COVID-19 vaccines 4,179 patients, 12,495 cases; Other viral vaccines
8,495 patients, 13,263 cases). The method identified 36 signals meeting the minimum criteria. The AEs that
were not labeled in South Korea regulator of the four COVID-19 vaccines in common were cachexia,
dyspepsia, mood swings, and depression, which require further evaluation.

Conclusion: Although not provide causation, these findings might support clinicians and regulators in
decision-making for patients who are potentially vulnerable.

Keywords: # COVID-19 Vaccines; Drug-Related Side Effects and Adverse Reactions; Data Mining;
Pharmacovigilance
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Assessment of quality of life and depression in Type 2 Diabetes Mellitus
female patients in Bihar, India

Miss Ruby kasana?, Dr. Krishna Undela®
INIPER Guwahati, Guwahati, India

Background: Type 2 diabetes mellitus (T2DM) is a chronic, progressive disease characterized by high blood
glucose levels. It is frequently accompanied by a variety of comorbidities, including depression, and its
impact on quality of life is dramatically expanding.

Objective: To assess the QOL and severity of depression in T2DM female patients using the predefined
guestionnaires.

Methodology: This is a cross-sectional observational study in which patients over 18 years of age patients
were included. Two questionnaires: World Health Organization Quality of Life — BREF (WHOQOL-BREF) and
(Patient Health Questionnaire-9) PHQ-9 questionnaires were used to measure QOL and depression,
respectively. Data were analyzed through descriptive methods, Chi-square, and Independent t-test using
SPSS Ver 25.

Results: Out of 100 T2DM female participants, 47% were in the 51- 65 age group, 84% were
postmenopausal, and approximately the same (85%) were of urban residents. Most of the female patients
(57 %) had BMI > 30. A significant impact of menopausal status was observed in the physical health domain
(p-value = 0.013) and social relationship domain (p-value = 0.009), also patients with diabetic foot had
severe “degraded physical health QOL” (23.81 + 11.44), “psychological QOL” (18.75 + 5.11), “social
relationship QOL” (38.88 + 6.81), and “environmental QOL” (43.75 % 6.85). PHQ-9 tool analysis showed,
that 77% of the respondents had experienced depression, while 17% were found severely depressed.

Conclusion: This study concluded that depression is prominent among T2DM female patients and that it has
a significant impact on diabetes-related complications and quality of life.

Keywords: Quality of Life, Depression and WHO-QOL and PHQ-9
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Pattern of prescription for initial treatment of Systemic Lupus
Erythematosus: a descriptive study

Ms Hyeon Ji Lee?, Seung-Hun You'?, Dal Ri Nam'?, Jeong-yeon Kim'?, Prof Sun-Young Jung®?
1Chung-Ang University, Seoul, South Korea, 2Department of Global Innovative Drugs, Seoul, South Korea

Objectives: To assess nationwide pattern of prescriptions for initial treatment among patients diagnosed as
systemic erythematosus lupus (SLE).

Methods: We performed a descriptive study using the nationwide healthcare claims information database
of Korea from January 1, 2002 to December 31, 2018. We defined patients with incident SLE during 2006
and 2016 using diagnostic code (International Classification of Diseases, 10th revision code, M32) and rare
disease registration code(V136). We analyzed patterns of prescribing antimalarial drug
(hydroxychloroquine; HCQ), immunosuppressive drugs (methotrexate; MTX, azathioprine; AZA,
mycophenolate mofetil; MMF, cyclophosphamide; CYC), calcineurin inhibitors (tacrolimus; TAC,
cyclosporine A; CsA) and biologic agent (rituximab; RTX) within 1 year from initial diagnosis of SLE.

Result: A total of 12,733 patients with incident SLE were identified between 2006 and 2016. The first
diagnosis of SLE was the most common in tertiary hospital with 7,963 cases (62.5%). Mean (+ Standard
Deviation) age at first diagnosis was 37.8 (£15.5), and females occupied 91.6% (n=11,666). The proportion
of prescriptions within one year after SLE diagnosis were as follows: HCQ (71.2%, 9,067 patients), AZA
(14.3%, 1,826 patients), MTX (9.4%, 1,195 patients), MMF (9.0%, 1,145 patients), CYC (8.3%, 1,055
patients), CsA (5.0%, 642 patients), TAC (2.2%, 274 patients), and RTX (0.1%, 11 patients)

Conclusion: Whereas HCQ is a recommended mainstay treatment in patients with SLE, 71.2% of incident

SLE patients were prescribed HCQ within first diagnosis of SLE. Further analysis on longitudinal treatment
patterns among SLE patients considering disease activity and comorbidity would be meaningful.
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Risk of Prediabetes Among Population of An Urban Community; Findings
of A Community Pharmacy-Based Study

Dr Srikanth Malavalli Siddalingegowda®, Mr. Atiqulla Shariff*, Dr. Sathvik Belagodu Sridhar?, Ms. Anjali
Pradhan?, Ms. Muskan Singh?, Ms. Priyadarshini Kumar?!, Ms. Rachel Ramdinthari®, Mr. Joshua Philip?, Ms.
Divya Balan Mageshwaran'!

1JSS College of Pharmacy, JSS Academy of Higher Education & Research, Mysuru, India, 2RAK College of Pharmacy, RAK
Medical & Health Sciences University, Ras Al-Khaimah, United Arab Emirates

Aim/Objective: To assess the risk of prediabetes among the urban population

Methods: This prospective cross-sectional study was conducted at four community pharmacies for six
months. The general public who was not a known case of diabetes were screened for the risk of
prediabetes. The Canadian Diabetes Risk Assessment Questionnaire (CANRISK) was used to assess the risk
among the study population. The demographic and anthropometric measurements were collected,
documented, and allotted scores. Based on the total score, the study population was categorized as having
alow (21 or less), moderate (21-32), and/or high (33 or more) risk of prediabetes.

Results: A total of 431 people were screened. A majority of the participants had a high (63.3%), followed by
moderate (29%), and low (7.6%) risk of prediabetes. Gender (male), age (245 years), body mass index (= 25
kg/m?2), waist circumference (= 94 cm for men and >80 cm for women), systolic blood pressure (>120
mmHg), random blood sugar (>150 mg/dL), history of gestational diabetes, and education (high school or
less) were the predictors of moderate or high risk of prediabetes. The Tukey’s HSD test revealed a
statistically significant difference between participants in all the three risk groups with respect to age
(p=0.00092], body mass index (p=0.00505), and waist circumference-women (p=0.03045), and high blood
pressure (p=0.00052). There was a statistically significant difference observed between high and moderate
(p=0.00001) risk groups with respect to waist circumference-men. Also, there was a statistically significant
difference between low and high (p=0.00004), and moderate and high (p=0.00155) risk groups with respect
to blood sugar levels.

Conclusion: The prevalence of prediabetes is high among the urban population. The presence of family
history, physical inactivity, and non-consumption of fruits and vegetables was not associated with the risk

of developing prediabetes among our study population.

Keywords: Community Pharmacy, Prediabetes, Prevalence, Risk-assessment
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Adverse Events and Breakthrough Infections followed by COVID-19
Immunization among Healthcare Professionals in a Tertiary Care Hospital
in South India.

Dr Merrin Mathew?, Dr. Juny Sebastian®
1JSS College of Pharmacy, JSS Academy of Higher Education and Research, Mysuru., Mysuru, India

Background: Adverse Events Following Immunization (AEFI) is defined as any untoward medical occurrence
which follows immunization and which does not necessarily have a causal relationship with the usage of
the vaccine. The adverse event may be any unfavourable or unintended sign, an abnormal laboratory
finding, a symptom, or a disease. Break-through infections are referred to as antigen or SARS-CoV-2 RNA
positivity of respiratory specimens more than 14 days after receiving all recommended doses.

Aim: The study was conducted to identify Adverse Events and break-through infections following the
precautionary dose of the COVID-19 vaccine among healthcare workers.

Methodology: The study was designed as a cohort event monitoring, all healthcare professionals who
received COVID-19 precautionary dose from the study site were included in the study. The study population
was actively followed for any Adverse Event Following Immunization (AEFI) through telephonic contact
(within 30 days of post-vaccination). Reported adverse events were carefully scrutinized and evaluated by
the AEFI investigation team of the study site.

Results: Out of 1229 vaccine beneficiaries, a total of 324(26.36%) individuals were reported with 761 AEFlIs.
In which 136 (41.98%) individuals were laboratory-confirmed (RTPCR positive) breakthrough cases, while 56
(28.14%) of them had corona like symptoms but didn’t tested. Less severity and low morbidity were
observed among all the breakthrough cases. According to the WHO causality assessment algorithm, 319
(41.92%) events were vaccine product-related and 442 (58.08%) were co-incidental events.

Conclusion: There was a prevailing outbreak of COVID-19 infection in the study site which resulted in many
breakthrough infections soon after immunization. Initially, all breakthrough infections were misleading as

vaccine-related events, while this study helped to break the concerns among the study population.

Keywords: Adverse Events Following Immunisation (AEFI), Breakthrough infections, COVID-19 vaccines,
precautionary dose.
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Vaccine Safety and Active Surveillance for Adverse Effects Following
Immunization in a Tertiary Care Hospital in South India.

Dr Merrin Mathew?, Dr. Juny Sebastian®
1JSS College of Pharmacy, JSS Academy of Higher Education and Research, Mysuru., Mysuru, India

Background: Adverse Event Following Immunization (AEFI) is one of the major branches of
pharmacovigilance as like tracking Adverse Drug Reaction (ADR). Unwanted effects after immunization in a
healthy individual are always unexpected.

AIM: To conduct an active vaccine safety surveillance and to detect the causality of each reported AEFI. The
study also evaluates different predictors of AEFI among the study population.

Methodology

Active vaccine safety surveillance was conducted among all the vaccine beneficiaries from the
immunization centre (study site) within a period of 8 months (October 2021 — May 2022). Active
surveillance was conducted through two telephonic contacts such as:- 8 days (surveillance |) and 28 days
(surveillance Il) £ 2 days following immunization. The causality assessment of each reported AEFI was
investigated along with the background information and categorized according to WHO’s causality
assessment algorithm by the expert AEFI investigation panel in the study site.

Results: Out of 4,160 vaccine beneficiaries, a total of 1045 events were identified from 709 individuals.
Total AEFl incidence during the study period was identified as 17.04% (n=709). Where incidence rate of
adverse events followed by COVID-19 vaccines along contributes 13.27% and the remaining 3.77% was
accounted with childhood vaccines. After causality assessment, 70.09% AEFIs were categorized as vaccine
product-related reactions and 29.10% events were coincidental events. Three events are classified as
indeterminate (category B) which may be new vaccine-linked events. No deaths were reported but 15 AEFIs
were considered severe events. The study found out the presence of Comorbidities (Relative Risk: 0.055
and p-value: <0.0001) was a significant predictor other than age and gender.

Conclusion: The study signifies the need for a detailed investigation and assessment of each AEFI along with
background information. Therefore many coincidental events following immunization can be ruled out

effectively.

Keywords: Active surveillance, Causality Assessment, Predictors, Vaccine safety
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Evaluation of Health Literacy and Medication Regimen Complexity Index
among Patients with HIV Infection: A Single-Centre, Prospective, Cohort
Study

Mr Basavaraj Poojar?, Dr Ashok Shenoy K?, Dr John Ramapuram?, Dr Ashwin Kamath?, Dr Sathish B Rao*
IKasturba Medical College, Manipal Academy of Higher Education, Manipal, Mangalore, India

Background: A limited number of studies have explored the association between health literacy (HL) and
health outcomes. Effectively managing HIV infection expects from the patients the ability to seek medical
help, understand the instructions provided by the healthcare professionals, and adhere to the treatment
plans. Poor HL may be associated with less optimal disease control, and thereby, a higher burden of
medications.

Aim: The aim was to evaluate health literacy and medication regimen complexity index among people living
with HIV and determine the associated factors.

Design: This was a prospective, cohort study

Result: Result: The 285 participants, 48.4% were females. The median age of the study participants was
48.00 years (IQR, 39.50-54.00). The median score on the HIV-LT was 3.00 (IQR: 0.00—6.00). Seventy-five
(26.3%) scored zero in HIV-LT, and 39 were male and 36 were female; 14 were illiterate, 36 were primary
school educated, 24 were secondary school educated, and one had completed college education. A
statistically significant increase in the HL scores based on the educational status of the participants was
seen (x2 = 87.324, p <0.001).

The 285 participants took a total of 639 drug formulations, and the median number of medications taken
was 8.0 (IQR, 6-12) per person per day, The median score for MRCI was 8 (6-12). 16 (13-22) in those with
diabetes mellitus; 12 (9-16) in hypertensives.The median number of drugs consumed daily was not
significantly different between genders (males, 8 [8-14]; females, 8 [4-12]; p = 0.579).

Conclusion: Health literacy skills are important for day-to-day self-care in patients living with HIV. Our study
showed that health literacy, as assessed using the HIV-LT tool, was less than satisfactory in majority of the
studied patients with HIV infection, including those with college education. Poor health literacy was not
associated with an increased medication regimen complexity.
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High-Dimensional Propensity Score: improved confounder selection
through employing conditional bias factors for candidate variables

Tibor Schuster?, Stephanie Long®
IMcGill University, Montreal, Canada

Aim/Objective: In treatment effect studies, the magnitude of confounding impact of a binary covariate is a
well-defined function of its prevalence in the treatment groups and its association with the binary outcome
of interest. This property is formally embedded in the high-dimensional propensity score (HDPS) algorithm
which is a popular method for empirically selecting confounder candidates in pharmacoepidemiological
studies. However, a shortcoming of the standard HDPS approach is that the impact of a confounder
variable on the outcome is assessed only by its respective univariate and not conditional (on other
covariates) risk ratio estimate on the outcome. Therefore, in the presence of non-independent covariates,
selection of confounder variables may be suboptimal due to confounding of estimated confounder effects.
We demonstrate the shortcoming of univariate bias factors currently implemented in the HDPS and
propose an effective solution through employing conditional bias factors.

Methods: We employ established bias formulas and Monte-Carlo simulation studies to illustrate impact of
misspecifying the confounding impact of a candidate covariate using univariate bias factors.

We formally derive an extension of the bias factor approach to mirror conditional and not only univariate
covariate effects on the outcome. We apply the proposed approach to a high-dimensional dataset on
adverse drug reactions previously described in the literature.

Results: Univariate bias factors led to suboptimal selection of confounder candidate variables within the
HDPS variable pre-selection step: confounding impact of candidate variables was estimated with
considerable bias, leading to inappropriate ranking and/or complete omission by the HDPS.

Conclusion: Covariate pre-selection using univariate bias formulas may lead to sub-optimal confounder
sampling within the high-dimensional propensity score algorithm. While we believe that the HDPS has
important benefits in large-scale pharmacoepidemiologic studies, we recommend applying conditional bias
formulas within the HDPS to improve selection of candidate covariates.

Keywords: high-dimensional propensity score, confounder selection, bias formula
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Community pharmacist-led Diabetes Risk Assessment Services; An
Initiative In South Indian Community Pharmacies

Mr Atiqulla Shariff?, Dr. Srikanth Malavalli Siddalingegowda?, Dr. Sathvik Belagodu Sridhar?, Ms. Anjali
Pradhan?, Ms. Muskan Singh!, Ms. Priyadarshini Kumar!, Ms. Rachel Ramdinthari®, Mr. Joshua Philip®, Ms.
Divya Balan Mageshwaran'!

1JSS College of Pharmacy, JSS Academy of Higher Education & Research, Mysuru,, India, 2RAK College of Pharmacy, RAK
Medical & Health Sciences University, Ras Al-Khaimah,, United Arab Emirates

Aim/Objective: To implement and evaluate diabetes risk-assessment services at community pharmacies

Methods: Community pharmacists were trained on diabetes risk assessment using the Canadian Diabetes
Risk Assessment (CANRISK) tool. The on-site training program involved an interactive introductory session
on CANRISK tool and its scoring system. This session was followed by hands-on training to calculate body
mass index and measure waist circumference, blood pressure, and blood sugar, adopting the simulated
patient technique. In addition, the community pharmacists were trained on skills related to communicating
results to the participants and management strategies depending on the risk categories. A 5-point Likert
scale was used to evaluate the effectiveness of the training program by the community pharmacists. At the
same time, a six-item questionnaire was used to assess the general public’s satisfaction with the
community pharmacist-led diabetes screening programs. The results are presented descriptively.

Results: Twenty community pharmacists participated in the diabetes risk-assessment training program. The
mean (£SD) age and years of practice of community pharmacists were 42+12 and 1611 years, respectively.
The median score for all the eight components of the self-reported post-training evaluation scale was 4 out
of 5, indicating high adequacy and effectiveness of the training program. Four community pharmacists
actively engaged in diabetes risk-assessment service at their practice sites screened 431 participants over
six months. The participants with a moderate or high risk of developing diabetes were referred to general
practitioners for further evaluation and management. The median score for all the six items on the
satisfaction questionnaire by the general public was 4 out of 5, indicating a high level of satisfaction with
the service.

Conclusion: The diabetes risk-assessment service at community pharmacies will help in detecting and
managing people at risk of developing diabetes mellitus.

Keywords: Community pharmacy, Diabetes risk assessment, Canadian Diabetes Risk Assessment tool
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Validation study for risk assessment of febrile neutropenia in patients
with malignant lymphoma.

Kai Shibata'#, Daisuke Hayashi?, Takuya Nishino?, Shunsuke Yui®, Ryo Yajima?, Keiko Okada?, Hiroki
Yamaguchi?, Yuya Ise?, Takeo Yasu!, Manabu Akazawa®

IMeiji Pharmaceutical University, Kiyose-shi, Japan, ?°Nippon Medical School Hospital, Bunkyo-ku, Japan, 3Nippon
Medical School, Bunkyo-ku, Japan, “Eisai Co., Ltd., Bunkyo-ku, Japan

Aim: In Japan, few validation studies have been conducted to confirm the accuracy of diagnostics codes in
claims databases by comparing them with the information in medical records. we conducted a validation
study for febrile neutropenia (FN), which occurs frequently in patients with Non-Hodgkin's lymphoma
(NHL).

Methods: NHL patients who received a CHOP-like regimen (CHOP, THP-COP, CHOEP, any addition of R)
between April 2018 and March 2021 at Nippon Medical School Hospital were included. Diagnosis Procedure
Combination (DPC) data were used to identify patients who received chemotherapy. FN was identified from
medical records by checking body temperature, neutrophil count, and the presence of empirical
antimicrobial therapy. From the DPC data, algorithms were created using the combination of the ICD-10
code for agranulocytosis (D70), infection (part of codes A, B, J, K, L, N, and R), bacterial culture as a test, and
intravenous cefepime, meropenem and tazobactam/piperacillin as drugs. The number of FN events per
hospitalization period was checked for each algorithm, and sensitivity, specificity, and positive predictive
value (PPV) were calculated to determine the optimal FN definition based on DPC data.

Results: During the period, 149 patients received 217 cycles of chemotherapy. As interim analysis, we
report the results of 7 of these eligible patients for the 12 hospitalizations during which chart verification
was completed (6 FN events in 3 patients). When the algorithm for these patients was examined, the
highest sensitivity, specificity, and PPV were 50.0%, 83.3%, and 75.0%, respectively, when only the ICD-10
code for agranulocytosis was used. The PPV was 66.6% for the combination of ICD-10 code for
agranulocytosis +bacterial culture identification test tantimicrobial administration.

Conclusion: We conducted a validation study for FN. It seemed that the use of agranulocytosis as a
diagnostics code would be the optimal definition of FN.

Keywords: validation study, Febrile Neutropenia, DPC
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The Manipal deep venous thrombosis registry: epidemiology, clinical
characterization, treatment patterns, and 2-year outcomes of dvt patients
in India

Dr Ajit Singh'2, Ms. Dhyana Shivakumar?, Ms. Mahisha Virdiana®, Ms. Anagha Srikanth?, Professor Tom
Devasia®

1Kasturba Medical College, Manipal Academy of Higher Education, Manipal, India, ?World Youth Heart Federation,
Vadodra, India

Background: Deep vein thrombosis (DVT) is associated with significant morbidity and mortality due to its
recurrence and complications. The recent substantial data on DVT and its complications and long-term
outcomes are limited in India.

Aims: This Manipal DVT registry is describing the epidemiology, clinical characteristics, treatment patterns,
and outcomes of DVT patients.

Methods: This is a retrospective observational registry study carried out on all patients with a diagnosis of
DVT confirmed by Doppler ultrasonography between 2014 and 2018 in a tertiary care center in South India.
We have followed up with the patients for 2-years for the DVT-related outcomes and correlated with the
risk factors.

Results: A total of 612 eligible patients with DVT were included with a mean age of 49.5+15.3 years. Among
all, 420(68.6%) were males and 192 (31.4%) were females. One hundred eleven (18%) patients who have
had a previous history of DVT and hypertension, malignancy, trauma/surgery, and varicose veins were
presented in 154 (25.2%), 44 (7.2%), 96 (15.7%), and 143 (23.4%) patients respectively. Four hundred forty-
six (72.9%) and 96 (11.6%) patients received warfarin and newer oral anticoagulants (NOAC) respectively. In
composite major adverse outcomes, pulmonary embolism 66 (10.8%) was major followed by DVT
recurrence 33 (5.4%) and death 16 (2.6%). A total of 123 (20.1%) patients were readmitted with DVT-
related complications. The previous history of DVT and malignancy and smoking were the significant risk
factors associated with 2-year composite outcomes with a p-value < 0.05.

Conclusion(s): Manipal DVT registry provides information about risk factors, clinical presentation, and
treatment of DVT. A previous history of DVT, smoking, and presence of varicose veins, and the discoloration
of the limb is associated with an increased risk of readmission, major adverse cardiovascular events
(MACE), or death. Patients with DVT associated with malignancy have reduced survival.
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Post-authorization Experience of COVID-19 vaccinations in Four Provinces
in Thailand

Dr Pakawadee Sriphiromya®, Ms. Pimporn Somkittithum?
1Food and Drug Administration, Nonthaburi, Thailand, ?Food and Drug Administration, Nonthaburi, Thailand

Background: As Coronavirus 2019 (COVID-19) disease has attacked globally. It caused more than 4 million
deaths over the world. In year 2021, vaccines against COVID-19 have been approved for emergency use in
Thailand. As there is less rigorous data from long-term use on the safety of COVID-19 vaccines, post-
marketing surveillance of adverse event data is crucial to make safe use and less serious unexpected
events. Among 76 provinces and 4 regions of Thailand, Kalasin, Mahasarakham, Khon-Kaen and Roi-et are
four provinces located in the central of southeastern region, covered around 5 million people. Four COVID-
19 vaccines were applied: AstraZeneca, Pfizer BioEnTech, Sinopharm and Sinovac Life Science. Adverse
events were monitored in all patients. 8 vulnerable patients (patient who was elderly, pregnant women,
being cancer, having cardiovascular disease, chronic kidney disease, cerebrovascular disease, DM, and
severe respiratory disease) were closely observed. Active pharmacovigilance monitoring after COVID-19
vaccination is needed to prevent and document possible adverse reactions related to COVID-19 vaccines.

Objectives: This study is aimed to examine the adverse events (AEs) among patients who received three
COVID-19 vaccines in four provinces of Thailand.

Methods: The retrospective active surveillance of adverse events after immunization of COVID-19 vaccines
in four provinces were retrieved to learn the patients ‘characteristic and other relevant factors. AE from
vulnerable group was also studied. Time period was January- August 2021.

Results: Total 128,892 AEs were reported. The majority were female (63.20%). Patient at age 31-45 years
were most reported. Among 8 vulnerable group, mostly were elderly. Myalgia were the most reported
(19.46%), followed by headache (16.51%), fever (14.71%) and fatigue (11.56%). No serious events were
found.

Conclusions: Post-marketing surveillance of COVID-19 vaccinations in four provinces of Thailand found no
serious AEs. Continuous surveillance is recommended to the COVID-19 vaccine immunization to Thai

patients.

Keywords: COVID-19, adverse events, vaccines
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Clinical trial eligibility for Paxlovid in a real-world COVID-19 population in
Taiwan

Yi-Chien Sung?, Shu-Chen Liao?, Yi-Hua Chen?, Hui-Yu Chen3, Shih-Chieh Shao*!

IDepartment of Pharmacy, Keelung Chang Gung Memorial Hospital, Keelung, Taiwan, Department of Emergency
Medicine, Keelung Chang Gung Memorial Hospital, Keelung, Taiwan, Department of Pharmacy, Linkou Chang Gung
Memorial Hospital, Taoyuan, Taiwan

Objective: To estimate the percentage of COVID-19 patients who initiated the Paxlovid in Taiwan meeting
the major eligibility criteria for EPIC-HR trial (Evaluation of Protease Inhibition for Covid-19 in High-Risk
Patients).

Methods: This was the cross-sectional study from two hospitals in the northern Taiwan between February
1, 2022 and May 12, 2022. We applied the major eligibility criteria of EPIC-HR trial to the real-world COVID-
19 patients who initiated the Paxlovid, including (1) at least one underlying condition associated with an
increased risk of developing severe illness from COVID-19, such as age over 60 years, BMI over 25 kg/m2,
smoking, etc; (2) initial onset of COVID-19 signs/symptoms within 5 days; (3) no pregnancy or
breastfeeding; (4) no active liver diseases; (5) not receiving dialysis or known renal impairment (e.g., CKD
stage 3 or more advanced stage); (6) no concurrent active systemic infection other than COVID-19; (7) no
recent hospitalization and/or surgery. We calculated the percentage of COVID-19 patients initiating the
Paxlovid meeting eligibility criteria for EPIC-HR trial.

Results: A total of 117 COVID-19 patients initiating Paxlovid (mean age: 63.4 years old; female: 47.8%) were
identified, and all of them had at least one underlying condition associated with an increased risk of
developing severe illness from COVID-19. We found only 61.5% (72/117) of real-world COVID-19 patients
meet the major eligibility criteria of EPIC-HR trial. Among COVID-19 patients ineligible for EPIC-HR trial, the
exclusion reasons included recent hospitalization and/or surgery (25/45, 55.6%), active liver diseases
(12/45, 26.7%), advanced renal diseases (5/45, 11.1%), concurrent active systemic infection (4/45, 8.9%),
initial onset of COVID-19 signs/symptoms over 5 days (3/45, 6.7%) and pregnancy or breastfeeding (1/45,
2.2%).

Conclusions: About one-third COVID-19 patients in routine care in Taiwan were ineligible for EPIC-HR trial.
Further studies should evaluate the treatment effectiveness in these populations.

Keywords: Eligibility; COVID-19; Paxlovid
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The Association of Nonsteroidal Anti-Inflammatory Drugs and New Onset
Chronic Kidney Disease Stages3-5 in Elderly Patients with Hypertension in
Thailand

Pongpan Suriyong®
IFaculty of Pharmaceutical Sciences, Burapha University, Thailand

Background: Chronic kidney disease (CKD) presents a major challenge to the 21st century global health
policy. The relationship between non-steroidal anti-inflammatory drugs (NSAIDs) and CKD stage 3-5 has
been clearly established. We aimed to identify the association of NSAIDs and new onset CKD stage 3-5 in
Thai elderly patients with hypertension.

Methods: we conducted a nested case-control study in Thai elderly patients with hypertension visited
hospitals during 2014-2018. Data were extracted from the Standard Health Care Data from 4 community
hospitals in Chiang Mai, Thailand. Case was patients with CKD stage 3-5 defined by a diagnosis with ICD10
N18.3-18.5 confirmed with 2 lab results of eGFR < 60 ml/minute/1.73 m2 before index date. We matched
case and control using 1:1 caliper matching. NSAIDs exposure was defined as NSAIDs use (any NSAIDs
prescribed in 1 year after 90 days from index date), NSAID dose (defined daily dose, DDD unit/day, range 0-
1, >1), and cumulative NSAIDs use (humber of DDDD in 1 year). We analyzed NSAIDs exposure by drug
class and individual NSAID, compared with no NSAIDs exposure. Logistic regression analysis was performed
in this study.

Results: 1,876 subjects 260 years with hypertension were included, 938 cases and 938 controls. Age,
gender and index date were not different between case and control groups (p>0.05). Most patients used
NSAIDs at low dose (DDD <1 unit/day) and only in short-term (median 7 days, interquartile range, 11.25
days, ranged 1-89 days in 1 year). No association between NSAIDs exposure and CKD stage 3-5 was
observed in our study (aOR, 0.91; 95%Cl, 0.70, 1.18).

Conclusions: This study did not find any associations between NSAIDs exposure and CKD stage 3-5 in Thai

elderly patients with hypertension, which might be explained by NSAIDs were prescribed at low dose and
short duration for this group of patients.
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Using Administrative Healthcare Data to Identify Drug Repurposing
Opportunities: a Case Study of Beta-Blocker Use and Breast Cancer
Survival

Shao Qian George Tan?, Dr. Edoardo Botteri®3, Dr. Stephen Wood?, Assoc. Prof Erica Sloan*®, Dr. Jenni
llomakit

1Centre for Medicine Use and Safety, Monash University, Parkville, Australia, 2Section for Colorectal Cancer Screening,
Cancer Registry of Norway, Norway, 3Research Department, Cancer Registry of Norway, Norway, “Monash Institute of
Pharmaceutical Sciences, Drug Discovery Biology Theme, Monash University, Parkville, Australia, *Division of Cancer
Surgery, Peter MacCallum Cancer Centre, Melbourne, Australia

Aim/Purpose: Cancer registries are commonly used to evaluate drug repurposing candidates for cancer.
Administrative healthcare data is a promising alternative data source given its longitudinal individual-level
records and widespread availability. Here, we explored using administrative data to investigate the
association between beta-blocker use and breast cancer survival.

Methods: Incident breast cancer cases in women aged 250 years were identified from the hospital
admission data in Victoria, Australia. The use of beta-blockers and first-line anti-hypertensives were
identified during a 120-day baseline period before the admission date using prescription medication claims.
Follow-up commenced at initial discharge date. Breast cancer molecular subtypes and metastasis were
inferred using an algorithm of commonly prescribed breast cancer antineoplastics and hospitalisation
diagnosis codes, respectively. Subdistribution hazards ratios (sHR) and 95% confidence intervals (Cl) for
breast cancer mortality were estimated using Fine and Gray’s competing risk models, adjusted for age,
weighted Charlson comorbidity index, congestive heart failure, molecular subtype, metastasis at diagnosis
and breast cancer surgery during index hospitalization.

Results: There were 604 beta-blocker users and 1387 users of first-line antihypertensives from a total
cohort of 2758 women. There were 185 breast cancer deaths identified over a median follow-up time of 2.6
years. We found no significant association between beta-blocker use and breast-cancer mortality (sHR 0.86,
95% Cl 0.57-1.29), or when stratified by beta-blocker type (nonselective, sHR 0.44, 95% Cl 0.14-1.37;
selective, sHR 0.95, 95% Cl 0.63-1.45).

Conclusions: We demonstrated using administrative healthcare data to investigate a drug repurposing
candidate for cancer, including methodologies to infer cancer-related clinical information that were lacking
in the administrative dataset. However, we did not find an association between beta-blocker use and
breast cancer survival, likely due to the small sample size. Further studies using larger sample sizes are
required to confirm the feasibility of using administrative data for drug repurposing in cancer.
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The effects of low dose estrogen progestin and obesity on the thrombotic
events in the Japanese women

Sachiko Tanaka®
IKyoto University, Kyoto, Japan

Aim/Objective: To evaluate the effects of low dose estrogen progestin (LEP) on thrombotic events in obese
women.

Methods: The retrospective cohort study using claims database and health checkup information provided
from JMDC Inc. was conducted. Women with BMI record were eligible in our study. Among the target
population, women with at least one prescription for LEP served as the exposure group, and others as the

control group. Women were stratified into obese group with BMI 228 kg/m? and non-obese group with

BMI< 28kg/m?2. Time-to-onset of thrombotic event was the outcome. Multivariable COX regression was
conducted to examine the interaction effect of obesity and LEP on the thrombotic events.

Results: 53201 women were included in the study. Multivariate COX-regression showed that the adjusted
hazard ratios for women with control and non-obese were 1.18 [1.02, 1.35] for women with LEP and non-
obese, 122 [1.11, 1.50] for control and obese, 1. 35 [1.21, 1.64] for LEP and obese.

Conclusion: Although there are existing reports of the risk of obesity in women with LEP prescription, there
have been no previous reports using real-world data from the Asian region. | reported the elevated risk of
thrombotic events in obese women with LEP prescription using the claim database in Japan. The
prescription of LEP to obese women should be discouraged according to guidelines that do not recommend
LEP prescribing in obese women.
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IMPACTS OF THE COVID-19 PANDEMIC ON PATIENTS WITH CHRONIC
CONDITIONS IN VIETNAM: A CROSS-SECTIONAL STUDY

Nguyen Thanh Huyen?, Nguyen Huy Chuong?, Nguyen Thanh Hiep?, Vo Thi Ha'?
1Pham Ngoc Thach University of Medicine, Viet Nam, 2Nguyen Tri Phuong Hospital, Viet Nam

Objective: Individuals with chronic diseases are particularly prone to be affected by the COVID-19
pandemic. We aimed to assess the impact of the COVID-19 pandemic on health, treatment adherence and
expectations of patients with chronic diseases in Vietnam.

Methods: We conducted a cross-sectional study using a questionnaire survey to describe the impact of the
COVID-19 pandemic on patients with chronic diseases in Vietnam. The study was performed during two
months of the most stringent social distancing in Vietnam (between July 21 and September 21, 2021)
through an online questionnaire, distributed through social networks and presented on Google Forms.

Results: Among 371 patients, half of them were females, one-third were elderly (60 years old or more) and
two-third lived in Ho Chi Minh City. Most of the participants said that the COVID-19 epidemic had affected
their daily activities (91.9%), health (53.6%), sleep behavior (52.3%), and mental health (79.8%). During
social distancing, three-quarter could not go to hospitals for periodic health examination; nearly half of
respondents did not do daily physical activities; a quarter of respondents did not adhere to their
recommended diet plan. Factors associated with the effect of the COVID-19 epidemic on patient’s health
during social distancing period included those living in Ho Chi Minh City (p = 0.015), lived alone (p = 0.027),
uncontrolled chronic conditions (p < 0.001), treatment dissatisfaction or experienced anxiety/stress (p <
0.001). Factors associated with medication adherence included the elderly (p = 0.015), having periodic
health examination (p = 0.012), direct consultation (p = 0.003), and telemedicine (p = 0.007).

Conclusions: The COVD-19 pandemic and its preventive strategies has strongly impacted on many aspects

of chronic patients (daily activities, health, sleep behavior and mental health). This study highlights the
urgent need for better chronic management strategies for the new post-COVID era in Vietnam.
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Incidence of postoperative delirium in Taiwan elderly patients undergoing
major elective surgery

Chang-Yen Wu??, Lu-Hsuan Wu'?, Chien-Chou Su?, Yea-Huei Kao Yang'*

!Institute of Clinical Pharmacy and Pharmaceutical Sciences, National Cheng Kung University, Tainan, Taiwan,
’Department of Pharmacy, National Cheng Kung University Hospital, College of Medicine, National Cheng Kung
University, Tainan, Taiwan, 3Clinical Innovation and Research Center, National Cheng Kung University Hospital, College
of Medicine, National Cheng Kung University, Tainan, Taiwan, *Health Outcome Research Center, National Cheng Kung
University, Tainan, Taiwan

Objective: Delirium is considered a severe neuropsychiatric syndrome among elderly and postoperative
patients because it may prolong hospitalization duration and increase all-cause mortality. In the past
decades, major elective surgeries for elderly patients have gradually increased due to the aging population
in Taiwan. However, the relevant information on postoperative delirium (POD) in Taiwan elderlies remains
unknown. Therefore, this study aimed to evaluate the incidence of POD and describe antipsychotics
prescription patterns in Taiwan elderlies.

Methods: We performed a retrospective cohort study with the new-user design and retrieved patients
aged >65-year-old who underwent major elective surgery during 2016-2018 from Taiwan's National Health
Insurance Research Database (NHIRD). Because ICD codes were insensitive to most cases of delirium and
without timestamp, POD was defined as new antipsychotics prescribed (ATC: NO5A, exclude
prochlorperazine, droperidol and lithium) postoperatively.

Results: Among 99,418 patients, 1,390 met the definition of POD. The calculated incidence was 1.4%. POD
group were older than non-POD group (77.2 + 6.7 vs. 73.2 + 6); Proportion of men (50.1% vs. 37.6%) and
Charlson Comorbidity Index (1.5 + 1.5 vs. 1.2 + 1.3) were higher. Also, inpatient days were longer (9.6 £ 5.2
vs. 6.2 + 3). Kaplan-Meier analysis demonstrated spine fusion had the highest cumulative incidence of POD,
followed by discectomy, lower in hip/ knee replacement and prostatectomy. Approximately 70% of
postoperative antipsychotics were initiated in the first 3 days, reaching 95% in the first 7 days. Quetiapine
was the most prescribed antipsychotics (55.9%) followed by haloperidol (34.4%). They were mainly short-
term used (90.3%, <7 days).

Conclusion: Most of POD onset among elderlies were within 3 days after surgery. Spinal surgery seemed to
have greater risk, which should be aware of in clinical practice. Identifying specific predisposing and

precipitating factors of these populations will further inform clinical care.

Keywords: elderly, postoperative delirium, incidence
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Risk of Major Adverse Cardiovascular Events in Rheumatoid Arthritis
Patients Receiving Janus Kinase Inhibitors Versus Receiving Tumor
Necrosis Factor Inhibitors

Mr Seung-Hun You?!, Soo-Kyung Cho?, Yeo-Jin Song?, Yoon-Kyoung Sung?, Sun-Young Jung*
ICollege of Pharmacy, Chung-Ang University, South Korea, ?Department of Rheumatology, Hanyang University Hospital
for Rheumatic Diseases, South Korea

The major adverse cardiovascular events (MACE) risk of Janus Kinase inhibitors (JAKi) compared with a
tumor necrosis factor inhibitors (TNFi) in patients with rheumatoid arthritis has been under scrutiny by
regulatory authorities.

To explore two approaches to evaluate safety analysis of the risk of MACE in RA patients receiving JAKi
versus those receiving TNFi in a real-world setting.

Using data from the Korean nationwide healthcare claims information database from January 1, 2009, and
December 31, 2019, a population-based retrospective cohort study was conducted with patients aged 18
years or older who were diagnosed with rheumatoid arthritis, and prescribed any disease-modifying
antirheumatic drugs on the same date. We matched each JAKi user to four TNFi user using a propensity
score. The primary composite outcome was defined as the first occurrence of MACE, which was a
composite of myocardial infarction, ischemic stroke, and sudden cardiac death. To compare the risk of
MACE in patients receiving JAKi compared with those receiving TNFi, hazard ratios (HRs) and their 95%
confidence intervals (95% Cls) were calculated using a Cox proportional hazards model and marginal
structural model (MSMs) adjusting for both baseline and time-varying confounders.

Out of 7,049 incident patients with RA, 937 (13.7%) were JAKi users. Adjusted HRs of MACE associated with
JAKi compared with TNFi users were 0.70 (95% Cl; 0.32-1.54) in the Cox proportional hazards model, and
1.05 (95% Cl; 0.59-1.84) in the MSM.

In this study, both Cox proportional hazards model and MSMs showed a numerically lower but statistically
nonsignificant risk of MACE in RA patients receiving JAKi versus those receiving TNFi. Although similar
results were estimated in our study population, MSMs could be used as an effective tool for adjusting time-
varying confounders in parallel with standard models.

Arthritis, Rheumatoid; Janus Kinase Inhibitors; Tumor Necrosis Factor Inhibitors; Hazards Models;
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Impact of advertisement on supplement consumption in Indonesia
population during COVID-19 pandemic

Mr Cindra Tri Yuniar?, Tifanni Brendatia®, Bhekti Pratiwi®
1School of Pharmacy, ITB, Bandung, Indonesia

Introduction and Aim: The COVID-19 pandemic is a disease outbreak caused by the SARS-CoV-2 virus and
contagious. One effort to boost the immune system to avoid COVID-19 is by taking supplements.
Supplement advertisements are often to increase public awareness of using supplements during a
pandemic. As many as 73% of Indonesians consume more supplements during the COVID-19 pandemic.
This study aims to determine the impact of advertising on the supplement’s consumption by the public
during the pandemic.

Methods: This was an observational study with a cross-sectional method from January to April 2022. The
research used an online questionnaire that has been tested for validity and reliability. Statistical analysis
was performed using Chi-square and Kruskal-Wallis analysis.

Results: Total respondents included was 404, mostly women with age younger than 25 years old. Almost
respondents (87.4%) approached the supplements advertisement on social media, with the top three
media like Instagram, YouTube, and Twitter. Respondents (87.1%) agreed and strongly agreed that
advertisement helps them to understand the type and benefit of supplements. About 86.4% of respondents
consumed supplements to prevent Covid-19 infection. More than 25% of respondents used 2 types of
supplements, such as vitamin C, vitamin D, multivitamin, zinc, and herbal supplement. Respondents asked
the industry to emphasize the color, graphic design, and halal guarantee in supplement advertisements.

Conclusion: Advertisement affects the public consumption of supplements, especially on color, graphic
design, and halal guarantee.

Keywords: advertisement, supplement, public, consumption, Covid-19
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Characteristics and Application of Real-world databases in China

Lin Zhuo!, Ruogu Meng?, Rui Qiao?, Yugiang Liu*, Feng Sun®, Prof. Siyan Zhan'>®

1Research Center of Clinical Epidemiology, Peking University Third Hospital, Beijing, China, National Institute of Health
Data Science, Peking University, Beijing, China, >Baotou Medical College of Inner Mongolia University of Science and
Technology, Baotou, China, “Department of Pharmacy, Changzhi People's Hospital, Changzhi, China, °Department of
Epidemiology and Biostatistics, School of Public Health, Peking University, Beijing, China, ®Institute for Artificial
Intelligence, Peking University, Beijing, China

Objective: This study aims to describe the characteristics and application of current real-world databases in
China, including the data structure, access, and detailed information.

Methods: PubMed, Embase, Web of Science and Chinese databases (CNKI, Wanfang, VIP) were searched
using the terms “databases”, “electronic medical record”, “registry” and “China” between 2007 and 2019.
Studies were included if they were original reviews, guidelines, or consensus in English or Chinese. Studies
repeatedly published or not relevant to real-world databases in China were excluded. Information from
included studies such as basic characteristics (title, author, publication year, reference type, etc.), real-
world database related contents (definition, resource, study aim, design, analysis, etc.) and relevant
pharmaceutical characteristics (name, type, treatment, risk, etc.) were parallelly extracted into Excel by two

independent reviewers. The consistency of recorded information was tested to maintain accuracy.

Results: A total of 66 English and 82 Chinese publications were included in this study. Ninety publications
were primary studies, in which 29 studies were on chemical drugs and 27 were on Chinese medicine. Real-
world databases were classified into the primary database (registry data, follow-up platform, health-related
longitudinal survey, reporting system) and secondary data (medical insurance data, electronic health
records, etc.). Present primary databases in China were collected by observational study, providing rich
datasets for pharmacoepidemiology studies to evaluate clinical and health policy-related issues. Secondary
databases were built up by various data resources, with a large population and long-term data included,
which would better represent real-world clinical practices than clinical trials. However, the access and data
quality of secondary databases remain improving.

Conclusion: This study provides a comprehensive description of existing real-world databases in China,
giving insights on characteristics, strengths and weaknesses, and real-world application of representative

databases.

We thank Johnson&Johnson China and Peking University Medicine Fund of Fostering Young Scholars'
Scientific & Technological Innovation (BMU2022PYB035).
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Drug therapy-related problems reported by clinical pharmacists in a
Critical care unit in a Nepalese hospital

Ms Upasana ACHARYA!, Dr. Subish Palaian?, Dr. P. Ravi Shankar?, Resha Dangol®, Dr. Nisha Jha*, Dr. Anand
Thakur?!

1Grande International Hospital, Nepal, ?College of Pharmacy and Health Sciences, Aiman University, United Arab
Emirates, 3IMU Centre for Education, International Medical University, Malaysia, *KIST Medical College, Nepal

Aim/Objective: Critically ill patients are more vulnerable to drug therapy-related problems (DTRPs), due to
their fragile physiology, polypharmacy, and co-morbidities. DTRPs can interfere with achieving optimal
patient outcomes. This study aimed to identify the types and nature of DTRPs occurring among patients
admitted to a critical care unit and assess predisposing factors.

Study type: Cross-sectional observational study.

Study site and duration: Department of critical care medicine at Hospital, Kathmandu from August to
November 2021.

Inclusion criteria: Patients admitted for more than 48 hours.

Data collection and interpretation: Local and international treatment guidelines, Medscape database, and
UpToDate were referred for identifying DTRPs. The Pharmaceutical Care Network Europe (PCNE)
classification system version 9.1 was used for DRPs classification.

Results: A total of 120 patients were enrolled. DTRPs were identified in 74.2% (n=89) of patients. The
average DTRP per patient was 1.5£0.7. More than one DTRP were identified in 38.5% of patients;these
were more common in male. The association between dose selection and gender was significant.
Unnecessary drug treatment (40.5%, n=43)was the most common problem identified and improper drug
selection was the main cause of DTRPs. Correlations with DTRPs were seen withage (R-0.21; p=0.02),
hospital stay (R 0.2; p=0.026), co-morbidities (R-0.21; p=0.019).

Conclusion: A high prevalence of DRPs indicates the need for mechanisms for early identification and
mitigation. Routine drug utilization studies with a focus on DTRPs can help identify and prevent DRPs.

Keywords: Critical care, DTRPs, Nepal, Pharmacist.
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The Association between Adverse Pregnant Outcome and Antiepileptic

Drugs Discontinuation in Pregnancy in Asia Population
Ms. Ju-Ling Chen!?, Yu-Ching Chang?, Yea-Huei Kao Yang?, Ching-Lan Cheng?

IDepartment of Pharmacy, National Cheng Kung University Hospital, Tainan, Taiwan, ?School of Pharmacy and Institute
of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National Cheng Kung University, Tainan, Taiwan

Background: Considering the seizure attack or safety of AEDs, the consequence of AEDs discontinuation for
women with epilepsy (WWE) is still a matter of debate.

Objective: This study was to evaluate the association between prenatal AEDs withdraw and risk of adverse
pregnant outcomes in WWE by using linking database in Taiwan.

Methods: We identified pregnancy women with active epilepsy in 2009 to 2018 using linked three database
(National Health Insurance Database, Birth Certificate Database, and Maternal and Child Health Database).
Active epilepsy was defined as pregnant women with at least two epilepsy visits on separate date or at
least one hospitalization of epilepsy or had at least one AEDs prescriptions within two years prior to
conception. The primary analysis was to compare the risk of adverse outcome between exposure and non-
exposure groups using fixed time logistical regression. We performed generalized estimating equations
(GEE) model to analyze time-dependent AEDs exposure status in three trimesters. The exposure status was
classified to non-exposure, single, poly-therapy and switch in three trimesters. Premature rupture of
membrane, fetal distress, antepartum hemorrhage, pre-eclampsia/eclampsia and gestational diabetes
were evaluated as composite adverse pregnant outcomes.

Results: There were 1,262 and 1,230 pregnant women met study criteria in exposure and unexposed group,
respectively. Compared to non-exposure group, the adjusted odds ratio for composite adverse outcome in
exposed group was 1.13 [95% Cl: 0.88-1.46]. In GEE model analysis, the risk was no significant difference
between various AEDs exposure status compared with non-exposure [(1st aOR=1.07, 0.72-1.59), (2nd
aOR=1.11, 0.77-1.59), (1st plus 2nd aOR =1.35,0.67-2.72)].

Conclusions: To identify pregnancy women who had high risk of seizure attack and should continue to use
AEDs is important and further study is required.
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Maternal Use of Benzodiazepine Receptor Agonists and Risk of
Neurodevelopmental Disorders in Offspring: a Population-based Study in
Taiwan

Yi-lin Chiang!, HUI-WEN YANG?®, HSIANG-HUI LO*, YUAN-LIANG WEN?®, YU-CHIEH HUANG?3, LIANG-HSUAN
CHEN?, Li-Ting Kao'?>®

1School of Pharmacy, National Defense Medical Center, Taipei, Taiwan, Graduate Institute of Life Sciences, National
Defense Medical Center, Taipei, Taiwan, 2Department of Psychiatry, Tri-Service General Hospital, Taipei, Taiwan,
“Department of Gynecology and Obstetrics, Chang Gung Memorial Hospitial , Linkou, Taiwan, *Department of Pharmacy
Practice, Tri-Service General Hospital, Taipei, Taiwan, °School of Public Health, National Defense Medical Center, Taipei,
Taiwan

Objective: This study aimed to evaluate the association of maternal benzodiazepine receptor agonist
(BZRA) exposure with neurodevelopmental disorders (NDs) in offspring.

Method: This cohort study used data from Birth Certificate Application and National Health Insurance
Database in Taiwan. We initially identified pregnant mothers between 2004 and 2012. We then excluded
mothers < 20 years old, multiple births, stillbirths, and those with missing data. 197,296 mothers receiving
BZRAs from 90 days preconception to the delivery date were defined as the BZRA group and 1,417,439
remaining mothers were identified as the comparison group. We used Cox regressions to calculate the
hazard ratios (HRs) of NDs for children with maternal exposure of BZRAs. Those children who had been
diagnosed with NDs, including attention-deficit/hyperactivity disorder (ADHD), intellectual disability (ID),
reading disorder (RD), speech and language disorder (SLD), motor function disorder (MFD), delayed
development, and autism spectrum disorder, during the follow-up period (until 2018) were identified as
NDs cases.

Results: The selected mother-child dyads with up to 14.9 years (median 9.5 years) of follow-up. 16.36% of
total children had = 1 type of NDs. The NDs incidence rates were 18.89 and 16.96 per 1,000 person-years
among BZRA group and comparison group, respectively. The HR of NDs for BZRA group was 1.13 (95%
confidence interval [Cl]: 1.12-1.14, p<0.001) compared with comparison group. After adjusting for maternal
and neonatal characteristics, NDs risk was significantly higher among BZRA group than comparison group
(aHR: 1.13). Additionally, after adjustments, BZRAs group still had 1.17, 1.19, 1.14, 1.10, and 1.11-fold
significantly higher risk of ADHD, ID, RD, SLD, and MFD, than comparison group, respectively.

Conclusion: This study observed that maternal BZRA exposure increased risk of NDs in offspring in Taiwan.
We will perform the subgroups analyses and consider more confounders in the near future.

Keywords: benzodiazepine receptor agonist, pregnancy, neurodevelopmental disorder

ACPE14 ePoster abstracts Page 51 of 267



<] Spe %.‘ i

C4

The Association Between Isavuconazole Trough Concentration and QTc
Interval Shortening

Cheng-Ru Tsai?, Chih-Hsun Tai?, Yu-Wen Wang?, Hsing-Yu Lin?, Pin-Zi Chen?, Pei-Chun Wu?, Chen-You Chen?3,
Po-Yu Chen3, Chien-Fang Fu3, Kai-Yu Liao®, Kuo-Chan Wang®?3, Un-In Wu*, Pao-Yu Chen®, Yee-Chun Chen?®,
Fang-Ju Lin*?®, Shu-Wen Lin*®, Hsiu-Ting Chien®

1Graduate Institute of Clinical Pharmacy, National Taiwan University, Taiwan, 2Department of Pharmacy, National
Taiwan University Hospital, Taiwan, >Department of Pharmacy, National Taiwan University Cancer Center, Taiwan,
“Department of Medicine, National Taiwan University Cancer Center, Taiwan, *Department of Medicine, National
Taiwan University Hospital, Taiwan, ®School of Pharmacy, National Taiwan University, Taiwan

Aim/Objective: A newer antifungal agent, isavuconazole, may cause QTc interval shortening, which is
different from other triazoles. This study was aimed to evaluate the association between the isavuconazole
trough concentration (Ct) and QTc shortening.

Methods: A retrospective cohort study was conducted in a medical center and a regional hospital. Patients
> 20 years with at least one isavuconazole Ct between 2019/1/1 and 2022/4/30 were included. Patients
who did not complete the loading dose and at least one maintenance dose were excluded. The baseline for
QTc interval was defined based on the last EKG report before isavuconazole initiation. QTc shortening was
defined as an absolute QTc interval <360 msec or 30 msec decrease compared to baseline. We used the
mixed-effects model to analyze the repeated data.

Results: A total of 72 patients were enrolled with 201 blood samples collected. The median age was 57
years. Male (59.7%) and patients with hematological diseases (75.0%) accounted for the majority. Data
from 44 patients, with 85 blood samples having EKG reports at the same blood collection time, were
included for further analyses. Among them, 24 (54.4%) and 12 (27.3%) patients had prior triazole
antifungals and QTc prolongation, respectively. Isavuconazole Ct was associated with the degree of QTc
shortening. Patients with Ct greater than 4.65 mg/L had a higher risk of QTc shortening. After adjusting for
age, gender, atrial fibrillation and QTc prolongation at baseline, the QTc value decreased by 6.35 msec for
every one mg/L increase in Ct (p = 0.0002). Only 1 patient experienced QTc interval <360 msec. Subgroup
analysis of different baseline QTc intervals and whether they reached steady state yielded similar results.

Conclusion: There was a negative relationship between isavuconazole Ct and QTc with the Ct cut-off point
of 4.65 mg/L.

Keywords: Isavuconazole, QTc interval shortening, therapeutic drug monitoring

ACPE14 ePoster abstracts Page 52 of 267



i

7

S0 e

C5

Anticholinergic burden and risk of fractures in the middle-aged women —
a population-based case-crossover study

Albert, Tzu-Ming Chuang?, Avery Shuei-He Yang?, Wei-Ching Huang®, Edward Chai-Cheng Lai'
1School of Pharmacy, Institute of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National Cheng
Kung University, Tainan, Taiwan

Aim and objective: To compare the risk of fractures among different time periods with various levels of
anticholinergic effects (anticholinergic burden) in middle-aged women.

Method: We used a case-crossover design and selected female patients, aged between 45 and 65, who had
a record of hospitalization due to fracture during 2012-2018 from the National Health Insurance Database.
We defined the first date of fracture as the index date. We defined the hazard period and washout period
as 1-60 and 61-120 days before the index date, respectively. We defined a 60-day referent period randomly
selecting among 121-180, 181-240, 241-300 days’ intervals before the index date. We calculated the
anticholinergic burden based on established scales, including the ADS (Anticholinergic Drug Scale), KABS
(Korean Anticholinergic Burden Scale), and GABS (German Anticholinergic Burden Scale), and classified the
scores into high (10+), moderate (3-9), low (1-2), no (0 points) anticholinergic burden. We performed
conditional logistic regression to compare the scores between hazard and referent period within the same
individual. We considered no anticholinergic burden as the reference.

Result: We identified a total of 1900 patients with mean age of 57.5 (+5.2) years. We found anticholinergic
burden was associated with increased risk of fracture, whatever evaluating by ADS (OR 1.60; 95% Cls, 1.36-
1.87), KABS (1.58; 1.35-1.85) or GABS (1.54; 1.31-1.82). Specifically, the risk magnitudes were increased
following with the increased levels of anticholinergic burden by ADS (low, 1.35; 1.04-1.74; moderate, 1.64;
1.38-1.94; high, 1.88; 1.43-2.49), KABS (low, 1.45; 1.11-1.90; moderate, 1.59; 1.34-1.88; high, 1.74 ;1.36-
2.24) and GABS (low, 1.34;1.07-1.67; moderate, 1.61; 1.34-1.93; high, 1.94; 1.45-2.60).

Conclusion: The results suggested anticholinergic burden was associated with the risk of fractures and
potentially had a level-response relationship. The finding warrants clinical attention when using drugs with

anticholinergic effects in middle-aged women.

Keywords: anticholinergic burden, fractures, middle-aged women
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Effectiveness and Safety of Fixed-dose Combination of Inhaled
Corticosteroid and Long-acting Beta Agonist in Treatment of
Bronchiectasis

TING-LIN DING?, Chia-Chen Hsu®?, Vincent Yi-Fong Su?, Yueh-Ching Chou'?*

IDepartment of Pharmacy, Taipei Veterans General Hospital, Taipei, Taiwan, 2Department of Pharmacy, National Yang
Ming Chiao Tung University, Taipei, Taiwan, *Department of Internal Medicine, Taipei City Hospital, Taipei, Taiwan,
“4Institute of Pharmacology, College of Medicine, National Yang Ming Chiao Tung University, Taipei, Taiwan

Aim: Bronchiectasis is a chronic, inflammatory airway disease that presents with repeated respiratory
infection, frequent acute exacerbation and severe symptoms; However, currently little evidence exists to
guide treatment decisions. Long-acting bronchodilators, including ICS-LABAs and LAMAs, are widely-used
maintenance treatment strategy for bronchiectasis. Nevertheless, ICS-LABAs may cause respiratory
infection due to its immunosuppressive effect. Accordingly, we aimed to evaluate the effectiveness and
safety of ICS-LABAs in treatment of bronchiectasis.

Methods: We performed a retrospective cohort study using Taiepi Veteran General Hospital electronic
medical records. Patients with HRCT-confirmed bronchiectasis during Jan.2008-Mar.2020 were identified.
We evaluated the risk of hospitalized respiratory infection, acute exacerbation, all-cause hospitalization of
ICS-LABAs, taking LAMAs as active comparison. Furthermore, we compared the difference between three
commonly-used ICS-LABA regimens: BEC/FOR, BUD/FOR and FLU/SAL. Propensity score matching and Cox
regression model were performed to estimate the hazard ratios between study groups.

Results: The results showed ICS-LABAs have similar risk of outcome occurrence compared to LAMAs, with
HR 1.22 (95% Cl: 0.81-1.83) for hospitalized respiratory infection, HR 1.06 (95% Cl: 0.84-1.33) for acute

exacerbation, HR 1.06 (95% Cl: 0.82—1.36) for all-cause hospitalization. Among different ICS-LABAs
regimens, both BEC/FOR and BUD/FOR were associated with lower risk of outcome occurrence compared
to FLU/SAL, with HR 0.48 (95% Cl: 0.26-0.86, 0.59 (95% Cl: 0.34-1.05) for hospitalized respiratory

infection, HR 0.59 (95% Cl: 0.43-0.81, 0.68 (95% Cl: 0.50-0.93) for acute exacerbation, HR 0.55 (95%
Cl: 0.37-0.80, 0.75 (95% Cl: 0.51-1.10) for all-cause hospitalization, respectively.

Conclusion: For bronchiectasis patients, ICS-LABAs are effective and safe maintenance treatment. Among
different ICS-LABA regimens, compared to FLU/SAL, BEC/FOR and BUD/FOR are associated with better
effectiveness and safety.
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Age difference in safety profiles on influenza vaccine between adults and
older people: a nationwide pharmacovigilance study in South Korea

Mr BIN HONG!?, Hyesung Lee'?, Haeun Rhee?, Ju Hwan Kim?, Ha-Lim Jeon?, SangHee Kim!, Nam-Kyong Choi*>,
Sun-Young Jung®’, Ju-young Shin%8

1School of Pharmacy, Sungkyunkwan University, Suwon, South Korea, ?Department of Biohealth Requlatory Science,
Sungkyunkwan University, Suwon, South Korea, 3Jeonbuk National University, Jeonju, Jeonbuk, South Korea,
“Department of Health Convergence, Ewha Womans University, Seoul, South Korea, >Graduate School of Industrial
Pharmaceutical Science, Ewha Womans University, Seoul, South Korea, ®College of Pharmacy, Chung-Ang University,
Seoul, South Korea, "Department of Global Innovative Drugs, Graduate School of Chung-Ang University, Seoul, South
Korea, 8Department of Clinical Research Design & Evaluation, Samsung Advanced Institute for Health Sciences &
Technology (SAIHST), Sungkyunkwan University, Seoul, South Korea

Objective: Safety profile of influenza vaccine may differ between adults and older people due to
physiological changes associated with aging, but clinical evidence on this is limited. Therefore, we aimed to
identify the difference in characteristics and safety signals between adults and older people.

Methods: We conducted a nationwide pharmacovigilance study on influenza vaccine using the Korea
Adverse Event Reporting System Database from 2005 to 2019. Between the two age groups (adults: 19-64
years old; older people: 265 years old), we compared basic characteristics (including sex and seriousness)
and the detected safety signals using three disproportionality-based data mining methods: a) proportional
reporting ratio (PRR), b) reporting odds ratio (ROR), and c) information component (IC). A signal detected
by any of three methods was defined as an AE.

Results: Among 18,117 AE-pairs following influenza vaccination, 15,986 and 2,131 AE-pairs were reported
in adults and older people, respectively. AEs were reported more frequently in women in adults, compared
with older people, accounting for 77.64% and 61.07% of the samples, respectively. Serious AEs following
the influenza vaccine in older people were markedly higher than in adults, accounting for 11.98% and
2.85%, respectively. We identified higher proportions of central & peripheral nervous system disorders and
gastro-intestinal system disorders in older people compared with adults. Neuritis, pharyngitis, asthenia, and
arthralgia were only detected in older people. In addition, we detected sweating increased, injection site
inflammation, and headache in both age groups, but we observed higher values of PRR, ROR, and IC in
older people.

Conclusion: In this study, we identified distinctive basic characteristics and safety profiles following
influenza vaccination by different age groups, suggesting that older people vaccinated with influenza

vaccine need more careful monitoring although further studies are required to confirm our findings.

Keywords: Influenza vaccine; Vaccine safety; Signal detection; Age difference
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Hypoglycemia Risk with Inappropriate Renal Dosing of Glucose-Lowering
Drugs in an Ambulatory Setting: A Retrospective Cohort Study

Chia-Chen Hsu?, Yun-Jhe Li**, Yueh-Ching Chou?3, Yuh-Lih Chang’%?3

IDepartment of Pharmacy, Taipei Veterans General Hospital, Taipei, Taiwan, ?Department of Pharmacy, National Yang
Ming Chiao Tung University, Taipei, Taiwan, Taipei, Taiwan, 3Institute of Pharmacology, College of Medicine, National
Yang Ming Chiao Tung University, Taipei, Taiwan, *Department of Pharmacy, Shuang Ho Hospital, Taipei Medical
University, New Taipei, Taiwan

Aim/Objectives: To estimate the frequency of inappropriate dosing of glucose-lowering drugs and evaluate
the subsequent risk of hypoglycemia in patients with chronic kidney disease (CKD).

Methods: We conducted a retrospective cohort study of outpatients with an estimated glomerular filtration
rate (eGFR) of <50 mL/min/1.73 m2 who were treated with glucose-lowering drugs in a medical center
from January 1, 2015, to December 31, 2018. We divided the outpatient visits according to whether the
prescription of glucose-lowering drugs included dose adjustment according to eGFR or a condition of not
recommended or contraindicated use. We performed a Kaplan—Meier analysis for the cumulative incidence
and a Cox proportional hazards analysis for the risk of hypoglycemia events.

Results: A total of 89,628 outpatient visits were included, 29.3% of which received inappropriate dosing.
The incidence rate of the composite of all hypoglycemia was 76.71 events per 10,000 person-months in the
inappropriate dosing group and 48.51 events per 10,000 person-months in appropriate dosing group. After
multivariate adjustment, inappropriate dosing of glucose-lowering drugs was found to lead to an increased
risk of composite of all hypoglycemia (hazard ratio 1.53, 95% confidence interval 1.35, 1.75) in patients with
CKD. In the subgroup analysis, poorer renal function (eGFR < 30 mL/min/1.73 m2) significantly increased
the effects of inappropriate dosing of glucose-lowering drugs on the risk of the composite outcome of all
hypoglycemia (P for interaction = 0.003).

Conclusion: Inappropriate dosing of glucose-lowering drugs in patients with CKD is common and associated
with a higher risk of hypoglycemia.

ACPE14 ePoster abstracts Page 56 of 267



ACP= 2022

ISPE's 14th o/
sian Conference on Pharmacoepidemiology;
=

Oct 21-23,2022 (/ Tainan, T:iz?s -

y o

, e

C.9

A machine learning approach to predict serum levels in valproate-treated
patients

Chih-Wei Hsu®
!Kaohsiung Chang Gung Memorial Hospital, Kaohsiung City, Taiwan

Objective: Valproate is an important drug for bipolar disorder, and blood levels shall be monitored to avoid
insufficiency or toxicity. If the frequency of blood drawing can be reduced with a certain blood
concentration prediction accuracy, it will be of great help to clinical practice.

Methods: We initially screened 31,439 samples from 11,166 hospitalized patients between 2002 and 2019
and used the following inclusion criteria: 1) Patients should take the same daily dose for at least 5
consecutive days prior to the blood draw (steady-state concentration); 2) No chronic kidney disease; 3)
Serum valproate level data were 0—100 pg/ml; 4) Blood samples were drawn 8—16 hours after the last dose.
We extacted 125 features, including sex, age, characteristics of valproate prescription, comorbidities,
concomitant medications, and laboratory data. The outcome targets had both binary variables (0-50 pg/ml
or 50-100 pg/ml) and continuous variables (serum valproate value). All data is divided into
training/validation set and test set (9:1 propensity score matching). Five machine learning algorithms were
used to predict binary or continuous outcomes, namly logistic/linear regression (LoR/LiR), support vector
machine (SVM), random forests (RF), and extreme gradient boosting (XGBoost). We applied a 5-fold cross-
validation to develop the above models and then used an independent test set to evaluate their
performance, mainly accuracy.

Results: A total of 5786 serum level samples were included. For binary prediction, the accuracies of LoR,
SVM, RF and XGBoost were 0.81, 0.80, 0.83, and 0.86, respectively. For continuous prediction, the
accuracies (the error value between prediction and reality is within 20ug/ml) of LiR, SVM, RF and XGBoost
were 0.78,0.77,0.88, and 0.72, respectively.

Conclusion: This study provides a potential tool for predicting valproate concentrations, reducing the
frequency of monitoring serum levels, and aiding clinical decision-making.

Keywords: bipolar disorder; machine learning; therapeutic drug monitoring; valproic acid
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Incidence of drug-drug interaction in hepatitis C virus infected patients
with direct-acting antiviral agents: A multicenter study in Taiwan

Ting-Hsuan Hsu?, Kai-Cheng Chang?, Shih-Chieh Shao?, Yuk-Ying Chan?, Hui-Yu Chen?

!Department of Pharmacy, Linkou Chang Gung Memorial Hospital, Taoyuan, Taiwan, ?°Department of Pharmacy, Keelung
Chang Gung Memorial Hospital, Keelung, Taiwan, 3Department of Pharmacy Administration, Chang Gung Medical
Foundation, Taoyuan, Taiwan

Aim/Objective: With different metabolic pathways of direct-acting antiviral agents (DAAs), drug-drug
interaction (DDI) may occur and lead lack of effectiveness and/or adverse drug reaction (ADR) especially in
hepatitis C virus (HCV) infected patients with polypharmacy. However, the incidence and correlation
between DDI and ADR among different classes of DAAs were still an unmet need.

Methods: A retrospective cohort study was conducted using a multicenter electronic medical records (EMR)
database from May 2017 to Feburary 2022 in Taiwan. HCV patients receiving at least 1 examination for
genotyping and completing DAA (sofosbuvir/Velpatasvir, SOF/VEL; glecaprevir/ pibrentasvir, GLE/PIB)
course were included. DDA-related DDIs were identified and the severity was established according to the
University of Liverpool database. We further analyzed the impact of DDIs on biochemical data change. The
logistic regression was applied to estimate the association between presence of DDI and ADR.

Results: A total of 3396 SOF/VEL and 3403 GLE/PIB users with mean age 62.0 years were enrolled. Most of
patients were genotype 2 HCV (42.4%), and the incidence rates of contraindicated DDI were significantly
higher in SOF/VEL group (4.5% vs. 2.6%, p < 0.01). Results demonstrated that hypoglycemia was positively
associated with patients who had DDI (0.5% vs. 1.3%, p < 0.01), even when restricted to patients with
diabetes. In logistic regression analyses, the presence of DDI was associated with higher risk of
hypoglycemia (odd ratio: 2.6, 95% confidence interval: 1.4 — 4.7). After DAA treatment, a significant
decreasing was found in the fasting BG, especially in patients with DDI (-9.4, vs. -18.2 mg/dL, p < 0.01).

Conclusion: Present findings support the results from previous studies and have showed that patients who
had DDA-related DDIs were at risk of hypoglycemia. Monitoring of BG or considering other anti-diabetes

agent if necessary is recommended.

Keywords: Direct-acting antiviral agents; hepatitis C virus; drug interactions.
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Association of non-steroidal anti-inflammatory drugs (NSAIDs) with risk of
acute kidney injury (AKI) in advanced chronic kidney disease (CKD)
patients

Chien-huei Huang?, Yu-Huan Shih?, Yu-Ching Chang?, Ching-Lan Cheng*

IDepartment of Pharmacy, National Cheng Kung University, Tainan, Taiwan, ?Hospital Institute of Clinical Pharmacy and
Pharmaceutical Sciences, College of Medicine, National Cheng-Kung University, Tainan, Taiwan, 3School of Pharmacy,
College of Medicine, National Cheng-Kung University, Tainan, Taiwan, *Health Outcome Research Center, National
Cheng-Kung University, Tainan, Taiwan

Aim/Objective: We aimed to explore the risk of NSAIDs associated with AKl in patients with diagnosed with
CKD stages 5 who enrolled pre-ESRD pay for performance (Pre- ESRD P4P) program in Taiwan.

Methods: We conducted a retrospective cohort study, new-user design, using National Health research
Insurance Database (NHID) in Taiwan. We identified CKD stage 5 adults (> 20 years old) who ever received
EPO after enrolled Pre-ESRD P4P program between 2012 and 2017. Index date was defined as first
prescription of EPO. NSAIDs users was defined as patients who had at least one prescription of NSAIDs
within 3 months since index date, otherwise as non-NSAID users. We performed multivariable Cox
proportional hazard models to estimate adjusted hazard ratio (aHR) and 95% ClI, after adjusting for age,
gender, comorbidities and co-medications.

Results: There were 24,057 patients with CKD stage 5 in this cohort study. We identified NSAID users (n =
5,758) and non-NSAID users (n = 18,299) from 2012 through 2017 in the P4P program. The mean age of
these patients were 65 years old and 52% were male. NSAID users had higher rate of HTN, heart failure,
gout, osteoarthritis and influenza than non-NSAID users. For medications history, NSAID users also had
higher rate of diuretics, antithrombotic agents, anti-platelets, anticoagulants, steroids and opioids than
non-NSAID users. After adjusting these covariates, the result showed NSAID users has significantly higher
risk of AKI than non-NSAID users (crude HR 1.52, 95% Cl 1.35-1.71; adjusted HR 1.35, 95% Cl 1.20-1.52).

Conclusion: Use NSAID is associated with increased risk of AKI among advanced CKD patients, further
intervention and monitoring is particularly warranted in these patients.
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A Quantitative Bias Analysis on Oral Non-Vitamin K Antagonist
Anticoagulants and Risk of Gastrointestinal Bleeding using Real-World
data

Yein Jeon'?, Dr Lockwood Taylor?
1Georgetown University, Washington, United States, 2Johns Hopkins University, Baltimore, United States

Background: Oral non-vitamin K antagonist anticoagulants (NOACs) have been increasingly used in place of
warfarin to reduce the risk of stroke in patients with atrial fibrillation. However, administrative database
studies have reported an increased risk of gastrointestinal (Gl) bleeding, but lack information on potential
confounders such as smoking, alcohol consumption, race, and obesity.

Aim/Objective: To perform quantitative bias analyses (QBA) on the impact of potential confounders on the
association between NOACs and Gl bleeding compared to warfarin. Smoking, alcohol consumption, race,
and obesity were selected as potential confounding factors among the known risk factors of Gl bleeding,
which are typically uncaptured or incompletely captured variables in electronic healthcare data.

Methods: This study used the National Health and Nutrition Examination Survey (NHANES) to estimate
population proportions of confounders among users of NOACs and warfarin and results from the literature
review, which provided relative risk estimates of associations between the confounders and Gl bleeding.
The potential confounding effects from smoking, alcohol consumption, race, and obesity were evaluated
using three approaches to QBA: array approach, rule-out approach, and E-value approach.

Results: Findings from QBA approaches suggest that the inability to account for smoking, alcohol
consumption, race, and obesity in the analysis would have minimal impact on the validity of the previously
reported results. QBA results indicated the prevalence of confounders in the NOACs population must be
remarkably higher than that in the warfarin population in order to introduce significant confounding.
Conclusion: Results from QBA indicated that the differences between the prevalence of the confounders in
NOAC-prescribed populations and warfarin-prescribed populations were minimal, which suggests that
these two populations are largely similar in many aspects. This provides greater confidence in the validity of
previously-reported results using electronic healthcare databases despite their inability to measure some
confounders.

Keywords: Quantitative Bias Analysis, Confounding, NOAC, Gastrointestinal Bleeding
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Prediction models of adverse events associated with antineoplastic drugs:
a narrative systematic review

Dan Jiang>*3* Zaiwei Song>%3, Yang Hu'**# Rongsheng Zhao®%3

IDepartment of Pharmacy, Peking University Third Hospital, Beijing, China, ?Institute for Drug Evaluation, Peking
University Health Science Center, China, 3Therapeutic Drug Monitoring and Clinical Toxicology Center, Peking University,
Beijing, China, *Department of Pharmacy Administration and Clinical Pharmacy, School of Pharmaceutical Sciences,
Peking University, Beijing, China

Objective: Prediction models have been developed to understand antineoplastic drugs-related adverse
events (AE), whereas the limited quality of prediction model studies may complicate the clinical utility.
Currently, data looking at the quality of the models are still lacking. This narrative systematic review aims to
describe the current status of the methodological and reporting quality of prediction models for
antineoplastic drugs-related AE.

Methods: Databases including PubMed, Embase, and Cochrane Central Register of Controlled Trials
(CENTRAL) were searched up to January 17, 2022. We included prediction model development studies of
antineoplastic drugs-related AE. Methodological and reporting quality of the studies were assessed by the
Prediction model Risk Of Bias ASsessment Tool (PROBAST) and the Transparent Reporting of a multivariable
prediction model for Individual Prognosis Or Diagnosis (TRIPOD) statement, respectively. Results were
presented descriptively, which was supported with visual plots of the data. This study was performed
according to the PRISMA guideline.

Results: A total of 39 studies were identified, including 29 (74.36%) development (with internal validation)
studies and 10 (25.64%) development with external validation studies. Regarding the methodological
quality assessed by PROBAST, 26/29 (89.66%) development studies and 9/10 (90.00%) external validation
studies were rated as high overall risk of bias, respectively. Regarding the reporting quality, the median
adherence to TRIPOD statement was 80.00% [range: 61.29%-97.14%)] in development studies and 84.29%
[range: 57.14%-88.57%] in external validation studies, respectively.

Conclusion: Although a certain number of prediction models of antineoplastic drug-related AE have been
developed in recent years, most of them are identified as evident risk of bias in the analysis domain and
lack clear and transparent reporting of methods and results. Rigorous-design and well-reporting prediction
models are still warranted for antineoplastic drug-related AE.
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CAR-T therapies and Cardiovascular Adverse Events: An Observational,
Retrospective, Pharmacovigilance Study with Machine Learning Approach

Mr Juhong Jung?, Ji-Hwan Bae?, Hyesung Lee'?, Ju-young Shin'?3

IDepartment of Biohealth Regulatory Science, Sungkyunkwan University, Suwon, South Korea, 2School of Pharmacy,
Sungkyunkwan University, Suwon, South Korea, 3Samsung Advanced Institute for Health Sciences & Technology,
Sungkyunkwan University, Seoul, South Korea

Aim/Objective: Chimeric antigen receptor T-cell (CAR-T) therapy are paradigm-shifting therapeutics in
patients with hematological malignancies. However, some concerns remain that CAR-T may cause serious
cardiovascular adverse events (AEs), for which data are scarce. This study aimed to identify cardiovascular
complications associated with CAR-T.

Methods: We applied a gradient boosting machine algorithm-based model to investigate the possible
association between the use of CAR-T (tisa-cel, axi-cel, brexu-cel, liso-cel) and cardiovascular AEs using the
WHO-Vigibase through Jan 2022. First, we constructed an input dataset for CAR-T comprising positive
controls listed in product information and negative controls that were not listed in product information and
observed in works of literature. Given the input dataset, we trained the model and validated its
performance by measuring the area under the precision-recall curve (AUPRC). Second, we implemented the
model to calculate the probability of cardiovascular AEs defined by preferred terms included in important
medical event lists from EMA. We determined that specific cardiovascular AE is significantly associated with
CAR-T, if the probability is greater than 0.9.

Results: Vigibase contained 5,321 reports of CAR-T (2,859 [53%)] axi-cel, 2,175 [40%] tisa-cel, 219 [4%)]
brexu-cel, and 68 [1%)] liso-cel). Of 5,321 reports in patient who received CAR-T, we identified 678 AEs,
comprising of 487 [71%)] postive controls, 112 [16%)] negative controls. In training and validation process,
we developed the prediction model with comparable performance on binary classification of positive and
negative controls (AUPRC: 0.9604). Among 22 cardiovascular AEs, our model predicted six cardiovascular
AEs significantly associated with CAR-T (atrial fibrillation, 72 reports, probability: 0.98; cardiac arrest, 45,
0.95; bradycardia, 28, 0.99; cardiac failure, 27, 0.97; pericardial effusion, 20, 0.99; ventricular tachycardia,
20, 0.90).

Conclusions: Our findings suggest that clinicians should be alert for serious cardiovascular toxicities when
the use of CAR-T is required.

Keywords: CAR-T, Cardiovascular AEs, Machine learning algorithm
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Doxycycline use and adverse pregnancy or neonatal outcomes: a descriptive study using
the Food and Drug Administration adverse event database
Dr Ashwin Kamath?', Ssmmodavardhana Kaundinnyayana?

!Kasturba Medical College, Mangalore, Manipal Academy of Higher Education, Manipal, India, °NAIHS, College of
Medicine, Nepal

Objective: To describe the adverse event reports of use of doxycycline in pregnant women that resulted in
adverse pregnancy/neonatal outcomes using the United States Food and Drug Administration adverse
event reporting system (FAERS).

Methods: A database analysis of the adverse event reports of doxycycline, as a suspect or concomitant
medication, in pregnant women under the standardized Medical Dictionary for Regulatory Activities
Queries (SMQ) category ‘pregnancy and neonatal topics’ reported to FAERS from first quarter of 2004 to
third quarter of 2021 were assessed. OpenVigil version 2.1 was used for data extraction. Duplicate and
unrelated cases were identified manually.

Results: During 2004 to 2021, 20 relevant reports were identified in the FAERS database: 5 belonging to the
SMQ ‘congenital, familial and genetic disorders’; none under ‘foetal disorders’; 3 under ‘neonatal
disorders’; 6 under ‘termination of pregnancy and risk of abortion’; 6 belonging to ‘pregnancy, labor and
delivery complications and risk factors (excl. abortions and stillbirth).” Doxycycline was the suspect
medication in 13/20 (65%) reports; it was a concomitant medication in the other reports. The common
adverse event terms reported were congenital anomalies with or without foetal death in 6 reports,
spontaneous abortion in 6, premature baby in 6, and intrauterine death in 2.

Conclusion: The number of reported events of adverse pregnancy/neonatal outcomes following
doxycycline use in the FAERS database is small; also, these are not necessarily causally related. A large
number of duplicate cases were identified. Given the presence of comorbidities and concomitant
medications which could have contributed to the outcome, there does not seem to be strong signal of
harm, although this needs to be confirmed by prospective studies given the limitations of adverse event
database analysis.
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Signal Detection for Adverse Events of Chlorthalidone using the Korea
Adverse Event Reporting System database, 2016-2020

Ms Jeong-A Kim?, Suvin Park®, Eunsun Lim?!, Hui-Eon Lee?, Nam-Kyong Choil?
1Ewha Womans University/Department of Health Convergence, South Korea, ’Ewha Womans University/Department of
Industrial Pharmaceutical Science, South Korea

Aim/Objective: Chlorthalidone is a thiazide-like diuretic, and its use is expanding as an antihypertensive
drug. However, few safety studies have investigated chlorthalidone's adverse events (AEs) using a
spontaneous adverse event reporting database. To confirm the safety of chlorthalidone, we analyzed the
characteristics and frequency of the AE reports and detected potential signals.

Methods: We used the Korea Adverse Event Reporting System (KAERS) database between 1 January 2016
and 31 December 2020. We conducted a disproportionality analysis to detect the signals. We compared
chlorthalidone (ATC code C03BA04) with all other diuretics. We calculated proportional reporting ratios
(PRR), reporting odds ratios (ROR), and information components (IC) indices. Criteria for detecting signals
were PRR 22 or ROR 2 2, chi-squared = 4, and number of AEs > 3. Also, the criteria for the IC value were
that the 95% confidence interval, and that their lower limit was greater than 0. We defined a signal that
satisfied all the three indices’ criteria. Then, the signals were confirmed with the drug label in Korea.

Results: A total of 12,786 reports, of which 36 out of 60 reports related to chlorthalidone were women and
33 reports were older than 65 years. The most frequent AEs after taking chlorthalidone were dizziness
(11.7%), hyponatraemia (7.45%), hypokalaemia (6.38%), and insomnia (5.32%). We found 9 AEs as safety
signals of them, insomnia, hypotonia, face oedema, and oedema peripheral were not included in Korean
drug labels.

Conclusions: We detected four unexpected signals related to chlorthalidone by signal detection. Insomnia
was a frequent AE and a signal but was not included in Korean drug labels. Also, chlorthalidone has
increased over the past years in Korea, but the reported AEs could not be enough. Therefore, further
analyses are needed using accumulated data.

Keywords: KAERS database, Chlorthalidone, signal detection
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Adverse Event Reporting Rates and its Predictors Among Individuals with
Adverse Events After COVID-19 Vaccination: A Nationwide Web-based
Survey

Hwa Yeon Ko?!, Yunha Noh?, Ju Hwan Kim?, Dongwon Yoon?, Ju-Young Shin*?3

ISungkyunkwan University, Suwon, South Korea, 2Department of Clinical Research Design & Evaluation, Samsung
Advanced Institute for Health Sciences & Technology (SAIHST), Sungkyunkwan University, Seoul, South Korea,
3Department of Biohealth Regulatory Science, Sungkyunkwan University, Suwon, South Korea

Aim/Objective: Spontaneous adverse event (AE) reporting system plays a key role in identifying AEs
following emergency use of COVID-19 vaccines; however, under-reporting remains a big challenge. We
evaluated AE reporting rates and its predictors among individuals with AEs after COVID-19 vaccination.

Methods: We conducted a cross-sectional, web-based survey from December 2-20, 2021. Participants were
aged 18-49 years who elapsed >14 days since completing a primary series of COVID-19 vaccination and
were stratified by age, sex and regions (nationally representative) using a proportional allocation method.
Reporting rate was calculated by dividing ‘the number of participants who reported AEs to the reporting
system’ by ‘the number of those who responded experiencing AEs in our survey’. We estimated adjusted
odds ratios (aORs) with 95% confidence intervals (Cls) using multivariate logistic regression models to
determine factors associated with the reporting rate.

Results: Among 2,993 participants (mean age [SD]: 34.6 [8.9] years; 51.6% male), 2,720 (90.9%) and 2,656
(88.7%) experienced any AEs, after the first and second vaccine doses, respectively; however, their
reporting rates were only 315 (11.6%) and 337 (12.7%), respectively . Of the total participants, 99 (3.3%)
and 126 (4.2%) suffered serious AEs (requiring hospital visit/admission) after the first and second doses,
respectively; their reporting rates were 50 (50.5%) and 63 (50.0%). Spontaneous AE reporting was more
prevalent in females (aOR 1.54, 95% Cl 1.31-1.81), those with serious AEs (5.47, 4.45-6.73), comorbidities
(1.31, 1.09-1.57), a history of severe allergic reaction (2.02, 1.47-2.77), and those receiving mRNA-1273 and
ChAdOx1 (1.25 [1.05-1.49] and 1.62 [1.15-2.30], respectively, versus BNT162b2).

Conclusions: Reporting rate of AEs after COVID-19 vaccination was highly low, at about 12% of any AEs and
50% of severe AEs. Female sex, those with severe AEs, comorbidities, history of allergic reactions, and

vaccine types were associated with AE reporting.

Keywords: COVID-19, vaccine safety, pharmacovigilance
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Development of a multivariable prediction model to assess potential
drug-drug interactions in chronic kidney disease

Dr Vijayanarayana Kunhikatta®, Soumyajeet Paul', Ananya Rudra?, Suparna Bhattacharjee Bhattacharjee?,
Girish Thunga?, Ravindra Prabhu?

1Department of Pharmacy Practice, Manipal College of Pharmaceutical Sciences, Manipal Academy of Higher Education,
Manipal, India, °Department of Nephrology, Kasturba Medical College, Manipal Academy of Higher Education, Manipal,
India

Aim/Objective: Drug-drug interactions are highly prevalent in chronic kidney disease (CKD) patients, owing
to the progressive deterioration in renal function, the existence of various comorbidities, and the large
number of drugs used to treat them. The objective of this study was to evaluate the number and types of
potential drug-drug interactions (pDDIs) observed in the study population and to develop a pDDI prediction
model based on various risk factors.

Methods: A retrospective study was conducted at a tertiary care teaching hospital with 392 CKD patients.
The relevant patient demographics and clinical details were collected and documented in case record
forms. Using different drug interaction detecting databases, the acquired data were screened to identify
and classify pDDlIs. Poisson regression was used to identify independent risk factors associated with the
number of pDDls. Data entry and analysis were done using IBM SPSS software v20.0.

Results: Mean age of the study population was 45.97 + 10.32 years and almost 87% of the population
belonged to stage 5 of CKD. A total of 2054 interacting drug pairs were found from the 392 patient files
screened, out of which about 55.6% of the interactions were of moderate severity. Male gender, comorbid
conditions like ischemic heart disease, hypertension, diabetes mellitus, and congestive heart failure, a
higher number of therapeutic subgroups and drugs per prescription, were identified as independent risk
factors associated with an increase in the number of pDDlIs. The presence of liver disease was the only
factor that reduced the number of pDDls.

Conclusion: This study can play a significant role in the early prediction of pDDIs using prior information

about the patient characteristics and attributes of various administered drugs in CKD patients.
Keywords: Chronic kidney disease, potential drug-drug interactions, prediction model, risk factors.
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Hepatitis B virus screening and real life data in patients with rheumatoid
arthritis receiving biological agents.

Meng-Hsuan Kuo'?
dalin tzuchi/hospital, chiayi, Taiwan

Background: HBV reactivation may occur either during or after immunosuppressive therapy with chronic or
occult HBV infection, sometimes causes fetal hepatitis. In 2010, Boxed Warning regarding HBV reactivation
was added to the prescribing information for rituximab, and a hospital-based education and strategy was
conducted from 2018 and 2021. NHI in Taiwan recommended prophylactic antiviral therapy at HBsAg+
patients when specificimmunosuppressive therapy initiated from 2021. The purpose of this study was to
identify HBV screening rates in rheumatoid arthritis (RA) patients underwent biological agents and to
determine the outcomes of patients underwent HBV screening.

Methods: From January 2004 through December 2021, a total of 1059 patients were enrolled in this
retrospective study. Screening was defined as HBV surface antigen (HBsAg), HBV core antibody (HBcAb) and
HBV surface antibody (HBsAb) tests carried out within 2years prior immunosuppressive therapy. We
calculated overall and annual HBV screening rates and the occurrence of HBV reactivation.

Results: HBsAg overall screening rate was 67%, and the annual screening rate increased from 28% (2004) to
57% (2010), 80 (2018) and 99% (2021). HBcAb overall screening rate was 38%, and the annual screening
rate increased from 0% (2004) to 2% (2010), 69% (2018) and 96% (2021). HBsAb overall screening rate was
32%, and the annual screening rate increased from 6% (2004) to 5% (2010), 64 (2018) and 96% (2021).
Antiviral prophylactic was started in 0% of HBsAg+ patients and increased to 30% when NHI reimbursed.
HBV reactivation was identified in 41.7% of HBsAg+ patients and 4% in HBsAg-/ HBcAb+ patients, and
occurred in 3 HBsAg+ patients receiving antiviral prophylaxis.

Conclusion: The HBV screening rate before biological agents was fair but increased overtime. Most

common practice pattern of HBV screening was only HBsAg. These figures improved after education,
especially implementing a hospital-based strategy.
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Factors associated with repeated intravenous acetaminophen-induced
hypotension

Sung-Ryeol Kim?, Hye Jung Park?, Kyung Hee Park®*, Jung-Won Park®*, Jae-Hyun Lee**

Division of Pulmonology, Allergy and Critical Care Medicine, Department of Internal Medicine, Yongin Severance
Hospital, Yonsei University College of Medicine, South Korea, ?Department of Internal Medicine, Gangnam Severance
Hospital, Yonsei University College of Medicine, Seoul, Republic of Korea, South Korea, 3Division of Allergy and
Immunology, Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea, South Korea,
4Institute of Allergy, Yonsei University College of Medicine, Seoul, Korea, South Korea

Objective: Acetaminophen is often used for its antipyretic and analgesic effects. Recent studies suggest that
intravenous (1V) administration of acetaminophen may cause hypotension. In this study, the factors that
cause repeated hypotension were analyzed in patients who were receiving IV acetaminophen and
propacetamol, a water-soluble prodrug form of acetaminophen.

Methods: Patients who were receiving IV acetaminophen or propacetamol in the critical care unit of Yongin
Severance Hospital at 2020 were enrolled. In each case, the change in blood pressure within two hours of
IV acetaminophen administration was investigated to confirm the occurrence of hypotension. Underlying
disease, drug history, and blood test results were analyzed to determine the factors associated with the
occurrence of hypotension. Hypotension was defined as a systolic blood pressure < 90 mm Hg, a systolic
blood pressure decrease of 30 mm Hg, or a mean arterial pressure decrease of 15%.

Results: There were 1547 cases among 398 patients. Of these, 416 cases (26.9%) among 205 patients
(51.5%) developed hypotension. The use of a beta blocker was significantly associated with the occurrence
of hypotension (odds ratio [OR]: 2.117, p = 0.014). There were 1407 cases among 258 patients who
received IV acetaminophen at least twice, among whom 159 developed hypotension. After repeated
acetaminophen administration, hypotension occurred in < 33% in 73 patients (45.9%), and in > 66% in 28
patients. The significant risk factors for repeated hypotension on comparing these two groups were sepsis
(OR:11.431, p =0.021) and the use of angiotensin-converting enzyme (ACE) inhibitors or angiotensin
receptor blockers (ARBs) (OR: 20.523, p = 0.040).

Conclusion: Hypotension may occur frequently in some patients when IV acetaminophen or propacetamol

is administered. When administering acetaminophen to patients with sepsis or to those taking ACE
inhibitors or ARBs, attention should be paid to the possible occurrence of hypotension.
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Association between antidepressants and sexual dysfunction: a
systematic review and model-based network meta-analysis

Pei Li, Doctor Shuzhe Zhou, Ms Xuefeng Lai, Doctor Xiaozhen Lv, Doctor Feng Sun
1peking University, School of Public Health, Beijing, China

Background& Aim: This study aimed at comparing the risk of sexual dysfunction caused by different
antidepressants, and try to capture the dose-response relationship between antidepressants and the risk of
sexual dysfunctions.

Method: We systematically searched multiple databases for double-blinded randomized controlled trials
(RCTs) that compared antidepressants with placebo, or different antidepressants, or different doses of
antidepressants. Data were extracted using a predefined table. We first conducted a network meta-analysis
(NMA) to compare antidepressants and placebo, and then performed a model-based network meta-
analysis to describe the dose-response relationship between antidepressants and sexual dysfunction.

Result: Seventy-one RCTs are included in our network meta-analysis, with 23,302 patients observed.
According to the result of NMA, agomelatine(OR=4.04; 95%Cl:1.52-10.74), citalopram(OR=3.28; 95%Cl:
1.39-7.76), duloxetine(OR=3.32; 95%Cl: 2.22-4.97), escitalopram(OR=3.34; 95%Cl: 2.17-5.15),
fluoxetine(OR=3.53; 95%Cl: 2.09-5.95), fluvoxamine(OR=3.04; 95%Cl: 1.24-7.45), levomilcipran(OR=5.72;
95%Cl: 1.84-17.78), paroxetine(OR=6.10; 95%Cl: 4.25-8.76), reboxetine(OR=5.43; 95%Cl: 2.72-10.81),
sertraline(OR=4.09; 95%Cl: 2.65-6.30) and venlafaxine(OR=6.29; 95%Cl: 3.13-12.65) are indicated to
increase the risk of sexual dysfunction significantly, comparing to placebo. According to the surface under
the cumulative ranking curve (SUCRA), levomilcipran leads to the highest risk of sexual dysfunction. The
dose-response curves of different antidepressants are captured using the restrictive cubic spine (RCS)
model. The shapes of dose-response curves for different drugs are not identical. Curves of most drugs are
captured as inverted U-shape curves or slowly rising diagonals, while venlafaxine is shown to be associated
with a significantly increased risk of sexual dysfunction after 100mg/d, and the risk increases rapidly with
dose increment.

Conclusion: Agomelatine, citalopram, duloxetine, escitalopram, fluoxetine, fluvoxamine, levomilcipran,
paroxetine, reboxetine, sertraline, and venlafaxine were indicated to be associated with the increment of
the risk of sexual dysfunction. The risk of sexual dysfunction related to venlafaxine significantly increases at
higher doses. The influence on sexual functions of antidepressants should be taken into account by
clinicians when making decisions.
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Temporal Trends in Drug-Related Severe Cutaneous Adverse Reactions in
Taiwan: A Nationwide Study

Chih-Wan Lin?, Wei-l Huang!, Wen-Wen Chen?, Fei-Yuan Hsiao***

Taiwan Drug Relief Foundation, Taiwan, °Graduate Institute of Clinical Pharmacy, College of Medicine, National Taiwan
University, Taiwan, 3School of Pharmacy, College of Medicine, National Taiwan University, Taiwan, *Department of
Pharmacy, National Taiwan University Hospital, Taiwan

Objective: To investigate the temporal trends in drug-related severe cutaneous adverse reactions (SCARs)
in Taiwan.

Methods: A retrospective study was conducted using Taiwan’s National Health Insurance Database. SCAR-
related admissions between 2001 and 2015 were identified, and the dates of admission were defined as
the index date. For each SCAR case, drugs prescribed during -56 to -1 days before the index date but not
prescribed during -365 to -57 days before the index date and +1 to +180 days after the index date were
considered as potential culprit drugs. Each potential culprit dug was then assigned a score for causality
based on the delay from initial drug intake to onset of SCARs (score 1-3) and the notoriety of the drug
according to the literature (score 1-3). Characteristics and time trends of drug-related SCARs were assessed.

Results: Among 15608 cases of drug-related SCARs, 7911 cases had scores for causality 24. The number of
drug-related SCARs decreased from 1206 cases in 2006 to 805 cases in 2015 (scores for causality 24: 604
cases in 2006 vs. 353 cases in 2015). Among cases with scores for causality 24, the severity of SCARs
remained stable (e.g., median length of stay of 8-10 days, and 10-14% admitted to the ICU). The most
frequent culprit drug classes were consistent throughout the study period, consisting primarily of
antiepileptic drugs, anti-gout medications, and antibiotics. However, some individual culprit drugs changed
remarkably over time. For example, carbamazepine (2001-2006) and allopurinol (2007-2014) were the top
one culprit drug in the early years but ranked ninth and fourth, respectively, in 2015.

Conclusion: The number of drug-related SCAR cases in Taiwan declined in recent years, which may be

related to several drug safety-related regulations on carbamazepine and allopurinol. Continuous
monitoring is warranted to identify other culprit drugs as potential targets for future regulations.
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Background Incidence Rates of Adverse Events of Special Interest for
COVID-19 Vaccines in Taiwan: A Nationwide Cohort Study

Chih-Wan Lin?, Hsun-Yin Liang?, Chih-Ying Tsai', Ting-Chuan Wang?, Wei-I Huang?, Wen-Wen Chen?, K. Arnold
Chan?
1Taiwan Drug Relief Foundation, Taiwan, Health Data Research Center, National Taiwan University, Taiwan

Objective: To estimate background incidence rates of adverse events of special interest (AESIs) that may be
associated with COVID-19 vaccines in Taiwan.

Methods: A retrospective cohort study was conducted using the National Health Insurance (NHI) Database,
the National Birth Certificate Application Database, and the National Death Registry in Taiwan. A total of 38
AESIs were selected, including five pregnancy outcomes. Enrollees in the NHI database who did not have a
diagnosis of the AESI within a specific look-back period were included and were followed until the earliest
of AESI occurrence, death, or end of the study period. Incidence rates of AESIs during 2016-2019 were
estimated by calendar year, age and sex.

Results: Approximately 23 million people of all ages were included in the study. The incidence rates of AESIs
remained stable from 2016 to 2019. In 2019, the incidence rates were 303.3 (per 100000 person-years) for
stroke, 199.6 for arrhythmia, 99.9 for acute myocardial infarction, 23.2 for deep vein thrombosis, 12.3 for
pulmonary embolism, 12.3 for immune thrombocytopenic purpura, 4.3 for myocarditis/pericarditis, 1.8 for
Guillain-Barre syndrome, 0.3 for transverse myelitis, and 0.2 for cerebral venous sinus thrombosis. The
incidence rates varied widely by age and sex. For example, the incidence rates of myocarditis/pericarditis
(per 100000 person-years) were approximately 6-8 in men aged 12-24 years and 4-5 in men aged 25-69
years; in contrast, the incidence rates were 2-3 in women aged 12-69 years. As for pregnancy outcomes,
the incidence rates were higher in the youngest and the oldest (e.g., preterm birth: 10.9%, 7.2%, 8.8%,
13.1% in pregnant women aged 12-19, 20-29, 30-39, and 240 years, respectively).

Conclusion: The background incidence rates of AESIs estimated using national databases could be utilized
for safety surveillance of COVID-19 vaccines in Taiwan.
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Association between Calcium Channel Blocker Use for Hypertensive
Disorders in Pregnancy and Adverse Fetal Outcomes

Yun-Ru Lin?, Ph.D. Chi-Chuan Wang?**, Ph.D. Fang-Ju Lin®>** Ph.D. Chung-Hsuen Wu'?

1School of Pharmacy, College of Pharmacy, Taipei Medical University, Taipei, Taiwan, 2School of Pharmacy, College of
Medicine, National Taiwan University, Taipei, Taiwan, 3Department of Pharmacy, National Taiwan University Hospital,
Taipei, Taiwan, *Graduate Institute of Clinical Pharmacy, College of Medicine, National Taiwan University, Taipei, Taiwan

Objectives: Adverse fetal outcomes are the leading cause of neonatal mortality. Previous studies reported
an association between calcium channel blocker (CCB) use and adverse fetal outcomes. However, the
association was still uncertain. The first objective of this study was to determine the effect of CCB use on
adverse fetal outcomes. Clinically, pregnant women with a need for antihypertensive drugs are commonly
prescribed the first-line CCB, nifedipine, or the first-line beta-blocker, labetalol. The second objective of this
study was to compare the effect of nifedipine use and labetalol use on adverse fetal outcomes.

Methods: This retrospective cohort study used data from a nationwide claims database. Pregnant women
aged 18-49 years with their first known live singleton birth between 2009 and 2017 were enrolled. Women
with hypertensive disorders during pregnancy were further included. Propensity score matching (PSM) and
conditional logistic regression were performed to estimate the risk of several adverse fetal outcomes.

Results: After PSM, there are 6,740 pregnant women. Compared to CCB non-users, CCB users were
significantly associated with increased risks of several adverse fetal outcomes, including preterm birth
(aOR: 1.47; 95% Cl: 1.21-1.79), small for gestational age (SGA) (aOR: 1.24; 95% Cl: 1.11-1.38), and low birth
weight (LBW) (aOR: 1.31; 95% Cl: 1.15-1.48). However, compared to labetalol users, nifedipine users were
not associated with increased risks of several adverse fetal outcomes, including preterm birth, congenital
anomalies, SGA, LBW, and extremely low birth weight (ELBW).

Conclusion: CCB users were associated with higher risks of preterm birth, SGA, and LBW. If the medication
treatment cannot be withheld, nifedipine and labetalol are alternatives for pregnant women with
hypertensive disorders. When the medication is prescribed, health care providers should carefully monitor
pregnancy conditions to prevent the incidence of adverse fetal outcomes.

Key Words: Hypertensive disorders, calcium channel blocker, adverse fetal outcomes, pregnancy
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Reducing the anticholinergic burden in older outpatients by pharmacist-
led anticholinergic burden risk management system

Jaw-Horng Liou?, Pei-Hsuan Wu?, Hsiu-Mei Chen?, Ming-Fen Wu'?
Taichung Veterans General Hospital, taichung, Taiwan

Aim/Objective: Anticholinergic drugs have many adverse drug reactions and are inappropriate for the
elderly.

The aim of this study was to evaluate the effectiveness of pharmacists using an intelligent system in
reducing anticholinergic burden.

Methods: The "Outpatient Anticholinergic Burden Risk Management System" was implemented in January
2021.

Anticholinergic cognitive burden (ACB) and drug burden index (DBI) can be calculated at the same time to
display the anticholinergic burden score.

According to the drug burden score, the pharmacist selects the patient into the "Interventional Patient
Management System".

After the physician prescribes, the system automatically calculates and records a new drug burden score.

Results: A total of 1005 patients were included in 2021.

The mean age was 80.43+7.03 years, and 508(50.5%) were male.

After evaluation by pharmacists, 322(32.0%) had no intervention and 683(68.0%) had intervention to
provide advice.

The ACB and DBI before and after the assessment were significantly different in each group (non-
intervention group: ACB 3.11 +2.07, 2.82 + 2.06, p<0.001; DBI 0.69 £ 0.44, 0.64 + 0.44, p<0.001;
intervention group: ACB 3.64 + 1.61, 3.11 + 1.90, p<0.001; DBI 0.72 £+ 0.38, 0.61 + 0.41, p<0.001).
However, in the pharmacist intervention group, the reduction of ACB or DBI was significantly better than
that of the non-intervention group (ACB -0.53 + 1.25, -0.29 £ 1.05, p<0.001; DBI -0.11 £ 0.21, -0.05 £ 0.19,
p<0.001)

Measured the number of cases that the physician's prescription changed to lower the score (intervention
group: 22.4% for ACB, 37.2% for DBI, p<0.001), the DBI can be more sensitive to display the effect of the
pharmacist's suggestion.

Conclusion: The implementation of an outpatient anticholinergic burden risk management system can
effectively assist pharmacists to screen patients with high drug burden, provide corresponding advice and

reduce the drug burden of the elderly.

Keywords: Anticholinergic drug burden
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Association between Risk of Clostridium Difficile Infection and Duration of
Acid-Suppressive Medication Use in Taiwan Hospitalized Patients

Yi-Hsuan Liu!, Professor Yea-Huei Kao Yang?, Pharmacist Chien-Huei Huang?, Pharmacist Yung-Hsin Tseng?,
Wen-Shan Tsai?, Ching-Lan Cheng!?, Yu-Ching Chang®?, Chien-Chou Su*

nstitute of Clinical Pharmacy and Pharmaceutical Science, College of Medicine, NCKU, Tainan, Taiwan, ?Department of
Pharmacy, National Cheng Kung University Hospital, College of Medicine, NCKU, Tainan, Taiwan, *Health Outcome
Research Center, NCKU, Tainan, Taiwan, *Clinical Innovation and Research Center, National Cheng Kung University
Hospital, College of Medicine, NCKU, Tainan, Taiwan

Objective: Previous studies reported the exposure to PPIs or H2RAs might increase risk of Clostridium
difficile infection (CDI). Our aim is to evaluate the association of CDI and duration of PPIs or H2RAs in
hospitalized patients between 2012 to 2018.

Methods: We conducted a nested case-control study to identify hospitalized patients prescribed PPIs or
H2RAs in National Health Insurance Database (NHID) from 2012 to 2018. Patients were excluded if they
aged <20, hospitalization over 90 days, had diagnosis of peptic ulcer, AIDS, pregnancy or records of PPIs or
H2RAs during 180 days prior to admission. PPIs and H2RAs exposures were based on “as treated”, and the
censoring was defined as occurrence of CDI, discontinuation, switch, death, or end of study period,
whichever came first. The cases with prescription of metronidazole, fidaxomicin, or vancomycin over 7 days
were defined as CDI. The controls were matched to a case at 1:1 ratio by age, sex, and entry years.
Conditional logistic regression was used to estimate the adjusted odds ratios (aOR) and 95% confidence
intervals (Cl) associated with risk of CDI between PPIs and H2RAs. Youden's index was used to preform
optimum cut-off days of PPls and H2RAs use.

Results: A total of 6,933 cases and 6,933 controls were identified. The optimal cut-off days for PPls and
H2RAs use were around two weeks. Compared to H2RAs use < 14 days, aOR were significantly higher when
medication duration >14 days in either PPIs (OR, 5.38; 95%Cl, 4.84-5.99) or H2RAs (OR, 4.19; 95%Cl, 3.77-
4.65).

Conclusions: Longer use of acid-suppressive medication was associated with higher risk of CDI, and the
optimal length of medication use was within 14 days. Physicians are suggested to be aware of the risk of

CDl in patients who required longer acid-suppressive treatment.

Keywords: acid-suppressive medication, PPls, H2RAs, Clostridium difficile infection
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Exploring patient preferred unlicensed indication of paracetamol in Saudi
Arabia: A cross sectional study

Mr Jisha Lucca?, Dr Royes Joseph?
AU, Dammam, Saudi Arabia

Aim and objectives: Paracetamol is the most used analgesics in Saudi Arabia. Its exposure leads to one
fourth of the toxicity over all medication related toxicity in the country. This study aims to determine the
patient preferred unlicensed use of paracetamol as well to understand the knowledge gap among the
paracetamol users of all ages.

Methods: This cross-sectional study was conducted through Question PRO. Eligibility of the study was
limited on Saudi Arabian citizens and residents, who use at least one paracetamol over last six months.
Data will be summarized using descriptive statistics. Study has been approved by Institutional IRB ( IRB-
2022-05-125).

Results: Total of 584 individuals participated, of which 518 were using at least one paracetamol over six
months and 113 were used it as off label indications (21.8%). Of the total 518 paracetamol users 13.5%
received it as OTC medication. One fourth of the study participant use paracetamol in different
combinations with caffeine, codeine, chlorpheniramine etc. Among the off labeled users one half them
used paracetamol as sleep aid [n=52(46%)] and a quarter of them use it as prophylaxis for sick during travel
[n=24(21.2%)]. Calming the baby and improve the energy were the other reported off label indications.
Mixing paracetamol with smoking devises (3.5%) and energy drinks (1.8%) were also observed. One half
(56%) our study population doubt that paracetamol and acetaminophen is not the same. However, 73% of
the participant aware about the maximum dose.

Conclusion: This study highlights the amount of unlicensed use of paracetamol by the public, also
communicate the level of knowledge gap exists in the society. Therefore, it may be an eye opener to HCP to
need of adequately educate patients on most popular medication. Similarly, we are nearing the time to
think about tightening the access to paracetamol.
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Letermovir associated cytomegalovirus infection reactivation: a
disproportionality analysis in a spontaneous reporting database

Mr Lipin Lukose?, Dr. Subeesh Viswam?, Mr. Ananthu MA?
IDepartment of Pharmacy Practice, Manipal college of Pharmaceutical Sciences, MAHE, Manipal/Udupi, India

Objective: To detect the possible safety signal of letermovir associated cytomegalovirus reactivation
through disproportionality analysis in FDA Adverse Event Reporting System (FAERS) Database.

Methods: The case/non-case retrospective disproportionality analysis was performed in the publicly
available FAERS database using Open Vigil 2.1(2017Q3-2022Q1). The preferred term used for the study was
“cytomegalovirus infection reactivation” and the drug included in the analysis was letermovir. Proportional
reporting ratio (PRR) and Reporting odds ratio (ROR) was used as the data mining algorithm for the
analysis. A value of ROR-1.96SE>1 and PRRE2 with an associated X2 value of 4 or more was considered as
the threshold for a signal.

Results: FAERS database had a total of 481 reports associated with cytomegalovirus infection reactivation
(CIR), out of which 40 reports were associated with letermovir. A significant signal was obtained for
letermovir with a ROR value of 1737.98(95%Cl=1243.24-2429.6) and PRR 1612.57(Chi-square:57599.8)
associated CIR. The observed association revealed that females had a higher ROR value of about 5 times
(ROR 4904.76) than males. On stratification of age groups, it was observed that the 19-64 age group had
the highest association with ROR 2019.31(1319.68-3089.85). The major adverse outcome observed with
letermovir-associated CIR was death(n=5).

Conclusion: In spite of letermovir being indicated as a treatment for cytomegalovirus infection, our analyses
of the spontaneous reporting database identified a strong signal for letermovir to cause reactivation of
cytomegalovirus infection. To validate these findings, more research with a superior epidemiological study

design of a defined population is required.

Keywords: Letermovir, Cytomegalovirus reactivation, FAERS, disproportionality analysis,
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Predicting potential inappropriate medication-related death: Real-world

Data from Taiwan
Jian-Chen Lyu®, PhD Kun-Pin Hsieh®?

1School of Pharmacy, College of Pharmacy, Kaohsiung Medical University, Kaousiung, Taiwan, Department of
Pharmacy, Kaohsiung Medical University Hospital, Kaohsiung, Taiwan

Objective: Potentially inappropriate medications (PIMs) are defined as medications whose risks outweigh
the benefits for the elderly. Recently, the PIM-Taiwan 2018 and Beers Criteria 2019 have been renewed.
However, these updated criteria for assessing the risk of adverse clinical outcomes have not been
established. This study aimed to explore the PIMs patterns and predict the risk of adverse clinical
outcomes.

Methods: We conduct a retrospective cohort study using the Longitudinal Health Insurance Database
(LHID). Aged over 65 years old, patients who had at least one OPD visit with medication prescribed during
2015-2017 were enrolled. The outcome is death within 30 days of exposure to PIMs. The outcome risk was
estimated as odds ratio (OR) by logistic regression, with adjusted covariates of gender, age group, and
Charlson Comorbidity Index (CCl).

Results: A total of 47,782,283 medication records were analyzed from 240,014 outpatient elderly with a
mean age of 75.4317.32 years, and 53.72% of cases are females. The prevalence of PIMs prescribed was
14.03% and 12.68% for PIM-Taiwan 2018 and Beer’s criteria 2019, respectively. The most frequent
classification is the nervous system in both criteria; alprazolam is the most frequent drug. Among the top
20 prescribed PIMs defined by the PIM-Taiwan 2018, the associations for increased risk of death within 30
days were exposure to metoclopramide (OR=3.465, 95% Cl: 3.334-3.601), spironolactone (OR=2.361, 95%
Cl:2.250-2.478), and amiodarone (OR=1.953, 95% Cl:1.832-2.082).

Conclusions: This study shows the prevalence of PIMs in OPD prescriptions for the elderly in Taiwan ranged
from 12.68% to 14.03%. The older age, male, higher comorbidities index, and exposure to partial PIM-
Taiwan defined medications in the cardiovascular system (CV), and gastrointestinal system (Gl) were

associated with an increased risk of death within 30 days.

Keywords: PIM-Taiwan 2018, Beer’s criteria 2019, adverse clinical outcomes.
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Evaluation of Six Drug Information Resources for Recommendations on
Drug Use in Lactation; A Systematic Comparison Study

Dr Srikanth Malavalli Siddalingegowda?, Mr. Atiqulla Shariff!, Dr. Sathvik Belagodu Sridhar?, Ms. Vaishakhi
Shetty?, Mr. Parth Patel, Ms. Muskan Singh?, Ms. Aashka Thakur!, Ms. Anjali Pradhan?

1JSS College of Pharmacy, JSS Academy of Higher Education & Research, Mysuru, India, °RAK College of Pharmacy, RAK
Medical & Health Sciences University, Ras Al-Khaimah, United Arab Emirates

Aim/Objective: To evaluate the consistency of information among six drug information resources regarding
drug use in lactation

Methods: We selected fifty commonly used drugs in lactating mothers and six drug information resources
available at the study site. The recommendations documented in each drug information resource on drug
use during lactation were carefully reviewed. The reviewed information was categorized as reassuring,
cautionary, suggesting avoidance, inconclusive, and no specific recommendation. Additionally, Fleiss Kappa
(k) score was estimated using SPSS (version 24.0, IBM, Armonk, New York, USA) to evaluate the reliability in
documented information among drug information resources.

Results: Medscape.com, Medsafe. govt.nz, Brigg's Drugs in Pregnancy and Lactation; A Reference Guide to
Fetal and Neonatal Risk, 12th edition (DPL), Drugs and lactation database (LactMed®), UpToDate®, and
Portable Emergency Physician Information Database (PEPID©) were reviewed for the recommendation
related to drug use during lactation. UpToDate® and PEPID© had the highest (100%), whereas
Medsafe.govt.nz had the least (90%) scope score in providing information on drug use during lactation.
Cautionary was the most frequent lactation risk category documented by Medsafe.govt.nz (21/45),
Medscape.com (30/50), UpToDate® (35/50), and PEPID© (35/49). Whereas DPL and LactMed® categorized
the majority of the drugs (34/48 and 20/48 respectively) as reassuring in the lactation risk category. The
intersource reliability test revealed Fleiss' kappa score of 0.109, indicating poor consistency among the drug
information resources concerning information on drug use during lactation.

Conclusion: Variations in the information provided among drug information resources pose challenges to
the safe use of drugs during lactation. Therefore, developing an evidence-based list of lactation risk
categories and re-categorizing the drugs accordingly by consolidating the information from the most
commonly used drug information resources will help guide the safe and effective use of drugs in lactating
mothers and infants.

Keywords: Consistency, Drug information resources, Lactation risk categories, Rational drug use
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Safety monitoring of COVID-19 vaccine booster doses: an analysis of
80,266 VAERS reports

Pili Chih-Min Mao®
r

1Kaohsiung Veterans General Hospital, =

Aim/Objective: In the U.S., three COVID-19 vaccines have been approved since December 2020. This study
aimed to analyze the post-marketing safety (PMS) profiles of these booster doses of vaccines and their
associated mortality levels in the USA.

Methods: Retrospective analysis of a database was conducted in this study. From the US Vaccine Adverse
Event Reporting System (VAERS), we have retrieved details of US PMS reports for three vaccines (Pfizer-
Biotech, Moderna, and Janssen Ad26.COV2.S) for the period June 11, 2021 to June 2, 2022. Adverse events
(AEs) were characterized using a descriptive analysis.

Results: A total of 80,266 AE reports were retrieved (corresponding to the U.S. population who received at
least third dose). Serious AEs were reported in only 3.8% of the reports with 1,858 hospitalizations. There
were 986 deaths in total. After the vaccination with Pfizer-BioNTech, 524 (53.1%) were reported, 458
(46.5%) after Moderna, and 1 (0.1%) after Janssen Ad26.COV2.S.

Conclusion: According to our study, most adverse events observed at enhanced doses of COVID-19 in the
USA are not severe, and no new severe AEs have been detected.
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Incidence and Risk of Oxaliplatin-Induced Hypersensitivity in Patients with
Colorectal Cancer at a Tertiary Care Hospital in Thailand.

Thirawut Morasuk??
IMaster of Pharmacy Program in Pharmacy Management, Faculty of Pharmacy, Chiang Mai University, Thailand,
’Department of Pharmacy, Kamphaeng Phet Hospital, Thailand

Objective: The aim of this study was to determine the incidence and risk factors associated with
hypersensitivity reactions (HSR) in colorectal cancer patients treated with oxaliplatin-based regimen.

Methods: Data of patients who had received oxaliplatin between January 1, 2019, and December 31, 2021
were collected from hospital computer databases. The incidence and severity of HSR were analyzed
retrospectively and demographic data, site of primary disease, cancer staging, treatment regimen and
laboratory test data were reviewed to assess the risk factors.

Results: A total of 200 patients received oxaliplatin-based regimen (1,644 treatment cycles), with 25
(11.74%) experiencing HSR. Grade 1/2 and 3 events occurred in 9.86% and 1.88%, according to the NCI-
CTCAE v4.03. Median cycle of the first hypersensitivity reaction was 8. HSR was associated with younger
age (57.04+10.98 vs. 61.97+10.29 years with HSR vs. without HSR, p=0.027), treatment with FOLFOX
regimen (p=0.009), total number of courses (p=0.049) and laboratory test data such as serum albumin
(3.96+0.40 with HSR vs. 3.66+0.49 without HSR, p=0.004) and alanine aminotransferase (23(8-56) with HSR
vs. 16(3-235) without HSR, p=0.020). Other factors were not significant.

Conclusion: The incidence of oxaliplatin-induced HSR found in this study was similar to the results of
previous studies. Younger age, FOLFOX regimen, total number of courses, serum albumin and alanine
aminotransferase were risk factors associated with an increased incidence of HSR. Therefore, the

healthcare team’s vigilance should be increased with these patients.

Keywords: Oxaliplatin, Hypersensitivity, Risk factors, Incidence
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Signal Detection of Drug-Drug Interaction Focusing on QT Prolongation
with Haloperidol Using Korea Adverse Event Reporting System (KAERS)
Database, 2016-2020

Ms Dal Ri Nam?, Da-Young Kim?, Prof Sun-Young Jung?*
1Chung-Ang University, Seoul, South Korea

Objectives: To investigate the occurrence of QT prolongation after the use of haloperidol and concomitant
drugs using the national spontaneous adverse event reports in Korea. To apply several statistical methods
for detecting drug-drug interaction signals.

Methods: We mainly conducted disproportionality analysis using Korea Adverse Event Reporting System
(KAERS) between 2016 and 2020. Cases were defined by Standardized MedDRA Queries (SMQ) ‘Torsade de
Points (TdP)/QT prolongation’, and all reports other than TdP/QT prolongation were defined as non-cases.
We selected the list of concomitant drugs known to QT prolonging with haloperidol. Unadjusted and
adjusted reporting odds ratios (ROR) and 95% confidence intervals (Cl) were calculated through logistic
regression analyses. It was considered as a signal if ROR > 2 and the lower bound of 95% Cl > 1 and at least
three cases of interest reported. In addition, to test consistency of our findings, we also applied
multiplicative, additive, Q shrinkage measure, and chi-square statistics model.

Results: QT prolongation-related reports defined as cases have been consistently reported at an annual
average of about 1,700 reports during the study period. Among cases including haloperidol, the use of
haloperidol and concomitant QT prolonging drugs existed the most (23 out of 32). Among the 23 cases
above, the most frequently reported combined use with haloperidol was levofloxacin (21 reports, 91%).
The unadjusted and adjusted ROR (95% Cl) of haloperidol-levofloxacin were 152.10 (79.35-291.56) and
120.88 (62.59-233.43), respectively. Results derived from the statistical model [value] for the concomitant
use of haloperidol and levofloxacin were consistent with the ROR results and are as follows: additive [0.51],
multiplicative [7.90], Q shrinkage measure [Q0.25(frequency)=2.41, Q0.25(Bayesian)=2.38], and chi-square
statistics model [x=12.54].

Conclusions: The concomitant use of haloperidol-levofloxacin was detected as a signal. However, because

other factors including demographics and comorbidities may affect AEs, cautious interpretation was
required.
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Providing Teratology Information Services in Nigeria: The viewpoints of
Physicians in Obstetrics and Gynecology Specialty
Dr Kazeem Oshikoya?, Miss Oluwatosin O Bamiteko?, Mr Mohammed Saheerd Lawal?, Dr Ismail O Ishola?,

Professor Ibrahim A. Oreagba?
lagos State University College of Medicine, Ikeja, Nigeria, 2University of Lagos, College of Medicine, Idi-Araba, Nigeria

Background: Teratology Information Services (TIS) centre is necessary to provide information on safety

and risk of exposures during pregnancy. This survey aimed to evaluate the knowledge of medical
professionals in obstetrics and gynaecology in Lagos about teratogenic risk and to seek their opinions about
the need for a teratology information service centre in Nigeria.

Materials and methods: A convenience sample of doctors in the field of obstetrics and gynaecology in
private and public hospitals in Lagos were surveyed with a self-designed questionnaire. Information was
sought on nine categories covering the demography of the participants, and their views on teratogens and
teratology information service centre (TISC).

Results: Of the 174 respondents, 100(57.5%) were males. The majority of the respondents (171; 98.3%)
believed that their trainings and/or exposures in obstetrics and gynaecology have adequately equipped
them to provide good teratology counselling to pregnant women. Resources for teratology information
mostly utilized by the respondents are internet (142; 81.6%) and medical journals (139; 79.9%). All the
respondents (174; 100%) felt the need for a national teratology information service centre (TISC) in Nigeria
and, if established, would consult the centre regularly (160; 92%). The respondents considered women
planning pregnancy (174; 100%), breastfeeding (174; 100%), or already pregnant (174; 100%) as those who
most need teratology counselling.

Conclusion: Medical professionals in the field of obstetrics and gynaecology in Lagos public and private

hospitals felt the need for a national TISC in Nigeria and would consult regularly, if established. However,
there is a need to improve their use of appropriate information resources on teratology.
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Detecting signals for interaction between influenza vaccines and
antiepileptic drugs using Korea Adverse Event Reporting System (KAERS)

Miss Suvin Park!, Nam-Kyong Choi®
1Ewha Womans University/Department of Health Convergence, Seoul, South Korea

Aim/Objective: Clinical observations indicate that influenza vaccines may interact with specific drugs by
affecting metabolism in a small number of susceptible patients. Published evidence for interactions
between influenza vaccines and antiepileptics is scant and uncertain. We aim to describe and characterize
the frequency of adverse events (AEs) ascribable to the concomitant use, and detect signals for interaction.

Methods: Data from Korea Adverse Event Reporting System (KAERS) from 2016 to 2020 was used. Reports
based on exposure to influenza vaccines alone, antiepileptic drugs alone, and simultaneous administration
of them were extracted. AEs derived from our analysis were confirmed by existing databases. Q shrinkage
measure model and X2 statistics model were applied to calculate the criteria for detecting AEs signals. We
defined as a signal when one or more of the following indices were satisfied: Q025 (Bayesian) > 0, Q025
(frequentist) >0 and x > 2.

Results: We identified 957,072 AE reports submitted to KAERS; which include 7,163 on influenza vaccines
only, 30,924 on anticonvulsant drugs only, and 19 on their simultaneous administration. Of those 19
patients (8 male and 11 female) 2 were serious. The median age was 52.5 years. No data related to signal
for interaction was detected. In a total of 42 vaccine—drug AE pairs, urinary tract infection was the most
frequent with 4 reports. AE reported in prior studies regarding concomitant use such as paraesthesia,
depression, pneumonia, asthenia, bronchitis, and condition aggravated were described in this study.

Conclusion: The total number of reports included in our study is significantly low compared to the number
of doses given to the large number of recipients exposed to influenza vaccination yearly. However, the
present AEs data are in line with previous cases. Further investigations using other databases and

additional monitoring are needed.

Keywords: KAERS database, vaccine—drug interactions, influenza vaccination, antiepileptics
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A Comparative Study of Morphine versus Tapentadol in the Treatment of
Cancer Pain: A Longitudinal Study

Mr Elstin Raj!, Dr Naveen S Salins?, Dr Elstin Raj?, Dr Surulivelrajan M*®, Ms Mithili Narayan Sherigar?, Dr
Rajesh V14

11. Department of Pharmacy Practice, Manipal College of Pharmaceutical Sciences, Manipal Academy of Higher
Education, Manipal, India, 22. Department of Palliative Medicine and Supportive Care, Kasturba Medical College,
Manipal Academy of Higher Education, Manipal, India, 33. Centre for Pharmacometrics, Manipal Academy of Higher
Education, Manipal, India, *4. Centre for Pharmaceutical Care, Manipal Academy of Higher Education, Manipal, India

Aim: To assess the effectiveness of morphine and tapentadol in patients with cancer pain.

Methods: The study was a longitudinal observational study. After ethics approval, patients 18 years and
above visiting outpatient department of palliative medicine of a tertiary care center and receiving oral
tapentadol 50 mg or oral morphine 10 mg were recruited to the study. The severity of pain was assessed
using the numerical rating scale (0-10). Categorical data in demographic parameters at baseline was
analyzed by using ‘Z’ test for difference between two proportions. Continuous variables between the two
treatment groups were analyzed by students t-test.

Results: A total of 94 patients participated in the study among whom, 51 patients received oral tapentadol
and 43 received oral morphine. The mean age of the participants were 55.49(10.27) years in the morphine
group and 58.45(10.98) in the tapentadol group. Morphine group consisted of 63% male whereas,
tapentadol included 59% male. The median duration of follow-up in days was noted to be 15 and 11 in
morphine and tapentadol group, respectively. Both the drugs were effective in reducing the intensity of
pain during the end of follow-up with a mean difference of -1.24 [95% CI (-2.09, -3.86), p>0.05] in the
morphine group and -0.75 [95%CI (-1.53, 0.053), p=0.06] in tapentadol group. The incidence of side effects
such as nausea, disturbance in sleep and loss of appetite was higher in tapentadol group compared to
morphine group.

Conclusions: The study showed that morphine was effective and well tolerated in cancer pain in routine
medical practice in patients still in considerable pain despite treatment with less potent pain medications.

Keywords: Pain, Outpatients, NRS, Effectiveness
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Guillain-Barre syndrome following COVID-19 vaccination: a systematic
review of case reports to find the pandemic’s unusual obstacle

Femida Rashid Mohamedhussein?, Shrey Seth?, Zahra Moridi!, Pooja Gopal Poojari?, Dr. Girish Thunga?, Dr.
Ajit Singh?, Dr. Siddheesh Rajpurohit?, Dr. Kanav Khera®

1Department of Pharmacy Practice, Manipal College of Pharmaceutical Sciences, Manipal Academy of Higher Education,
Manipal, India, °Department of Gastroenterology & Hepatology, Kasturba Medical College, Manipal Academy of Higher
Education, Manipal, India, 3School of Pharmaceutical Sciences, Lovely Professional University, Phagwara, India

Background: COVID-19 vaccination has become a major prevention strategy for curbing the COVID-19 virus
however, Guillain-Barre syndrome (GBS) has emerged as a rare but serious adverse event following
immunization.

Objective: To systematically analyze, summarize, and assess causality and severity of the best available
evidence on the occurrence of GBS after receiving the COVID-19 vaccination.

Methods: A systematic literature search was conducted on PubMed and Scopus databases using the MESH
terms for Guillain-Barre Syndrome (GBS), COVID-19, vaccine, and filters were applied following PRISMA
guidelines. Case reports (CR) and case series (CS) were included in the review, and the quality of evidence
was assessed using the Oxford criteria, 2011. Causality assessment (Naranjo’s scale) and Severity
assessment (Hartwig et al.'s scale) of the Adverse reactions (ADR) were performed.

Results: 20 reports were included in our study (15 CR; 5 CS; 36 patients included). Vector-based vaccines
showed a higher probability of causing GBS in comparison to the mRNA vaccines. Using Naranjo’s scale for
causality assessment, 32 patients were categorized in the probable ADR category, while four were placed in
the possible ADR category. Using the Hartwig et al. scale for severity, 32 patients were classified as Level
4b, and 4 patients were classified as Level 5.

Conclusion: Patients and health care providers must remain vigilant and immediately notify any uncommon
adverse reactions. Further research is required to establish a proper link between GBS and COVID-19
vaccines. Although such adverse events may occur, they will never outweigh the unsurmountable benefits
of receiving the COVID-19 vaccines.

Keywords: Covid-19, Covid-19 vaccines, SARS-CoV-2, Guillain-Barre syndrome.
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Risk based stratification of pronounced factors responsible for poor
outcome in neonatal sepsis

Mrs Puspita Sahu?, Dr Leslie Edward Lewis?, Dr Krishnananda Prabhu®, Dr Mahadev Rao?, Dr Vijayanarayana
Kunhikatta®

IManipal College of Pharmaceutical Sciences, MAHE, Karnataka, India, Manipal, India, ?Kasturba Medical College,
MAHE, Karnataka, India, Manipal, India, *Kasturba Medical College, MAHE, Karnataka, India, Manipal, India, *“Manipal
College of Pharmaceutical Sciences, MAHE, Karnataka, India, Manipal, India, >Manipal College of Pharmaceutical
Sciences, MAHE, Karnataka, India, Manipal, India

Aim: Risk factor-based approach is one of the best approaches employed by middle income countries which
are not well facility driven for any disease management. Thus, we aim to identify the potential risk factors
responsible for the poor outcome in both early and late onset neonatal sepsis.

Methods: A prospective cohort study was conducted in a tertiary care hospital where neonatal sepsis cases
were identified and comprehended based on inclusion and exclusion criteria. Included cases were then
segregated into early and late onset sepsis cases. Risk factors comprising of maternal, neonatal, and other
laboratory and clinical parameters were taken and logistic regression was performed to identify the risk
factors associated with mortality in both early and late neonatal sepsis.

Results: A total of 168 neonates were included in the study where, 78 cases were early onset, while the
remaining 90 were of late onset. Primarily, maternal risk factors suchlike premature rupture of membrane
(PROM) (OR-5.821, CI- 3.098-9.081), PV leaking (OR-3.679, CI-3.657-5.987), maternal fever (OR- 3.002, CI-
0.297-2.431), maternal UTI (OR-4.301, CI-3.215-7.904) had shown promising result in early onset sepsis
whereas invasive ventilation (OR-1.893, Cl- 1.970-5.832), surgical intervention (OR- 13.893, Cl- 1.006-
4.058), delay in breast feeding initiation (OR- 2.164, CI-0.801-3.892) had shown significance in late onset.
However, demographic features such as extreme low birth weight, very low birth weight, extreme preterm,
very preterm had shown promising results in both the cases.

Conclusion: Risk- based approach applied was successful in determining plausible important predictors for
assessing poor outcome in both early and late onset neonatal sepsis and thus can be considered as an
effective tool for disease management in developing countries like India. However, comprehensive amount
of research is still required to acknowledge, risk-based approach as only exclusive method for disease
management.

Keywords: Neonatal sepsis, Risk stratification approach, Predictors, Logistic regression
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Risk of age-related macular degeneration with 5-alpha reductases in
benign prostatic hyperplasia

Mr. Steven Shen?, Dr. Jia-Horung Hung?3, Dr. Yu-Chen Su?, Dr. Edward Chia Cheng Lai'
1School of Pharmacy, Institute of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National Cheng

Kung University, Tainan, EVE 2nstitute of Clinical Medlicine, College of Medicine, National Cheng Kung University,

Tainan, Taiwan, 3Department of Ophthalmology, National Cheng Kung University Hospital, College of Medicine, National
Cheng Kung University, Tainan, Taiwan

Aim/Obijective: To clarify the role of 5-alpha reductases on the incidence of new-onset age-related macular
degeneration (AMD).

Methods: From the Taiwan National Health Insurance Database, we included individuals with benign
prostatic hyperplasia (BPH) who used tamsulosin (T) or 5-reductase inhibitors (5ARI), including finasteride
(F) and dutasteride (D), between 2010 and 2018. Incidence users on monotherapy of the studied drugs
were included. Patients under the age of 50, or those with a history of AMD or prostate cancer, would be
excluded. The major outcome was the analysis of AMD diagnoses using the Cox proportional hazard model
with inverse probability treatment weighting (IPTW). The propensity scores (PS) were computed using
baseline covariates and a logistic regression model. The subgroup analyses were based on age, a history of
lens problem, diabetes, and chronic kidney disease (CKD). Sensitivity studies were performed by omitting
patients who had prostate resection.

Results: The target cohort consisted of 661,311 patients (T: 647,487; F: 5,583; D: 8,241). Tamsulosin
patients were younger (T:66.6; F:68.9; D:69.2) and had a lower proportion of hypertension (T:50.9%;
F:57.7%; D:55.4%) than 5ARlIs. There was no difference between finasteride and tamsulosin after IPTW
(HRFT: 1.04, 0.91 - 1.17). Subgroup and sensitivity analyses yielded consistent results. However, dutasteride
was associated with a greater risk of AMD than tamsulosin (HRDT: 1.16, 1.05 - 1.29). In subgroup analysis,
the point estimates for dutasteride were still higher (HR: 1.09 - 1.26). However, after dividing into different
age groups and those with the lens problem or CKD, there is no significant difference.

Conclusion: When compared to tamsulosin, we found that dutasteride users had a greater risk of AMD but
not finasteride users. That might be because dutasteride has a higher level of 5-alpha reductase inhibition.

Further research are needed to confirm the association.

Keywords: 5-reductase inhibitors, tamsulosin, age-related macular degeneration

ACPE14 ePoster abstracts Page 87 of 267



ACP= 2022

ISPE's 14th o/
sian Conference on Pharmacoepidemiology;
=

Oct 21-23,2022 (/ Tainan, T:iz?s -

y o

, e

C.40

Adverse Drug Reactions of Favipiravir in Pediatric Patients with COVID-19
Treated by Home Isolation

Ms Kanokwalee Sinngrungruangkij’, Hathaikan Chowwanapoonpohn?
IMaster of Pharmacy Program, Faculty of Pharmacy, Chiang Mai university, Thailand, °Pharmaceutical Care
Department, Faculty of Pharmacy, Chiang Mai University, Thailand

Introduction: According to Thailand's National Treatment Guidelines 2022, Favipiravir is an antiviral
medication recommended as an alternative treatment for COVID-19 patients who are at risk of severe
symptoms or have moderate pneumonia. Nevertheless, there are few studies on the safety of favipiravir in
pediatric under the age of 15.

Objective: This analytical cross-sectional study was conducted to determine the adverse reactions
associated with favipiravir in patients under 15 years of age

Method: The participants were pediatric patients under 15 years of age who were diagnosed with COVID-
19 and treated by home isolation under supervision of the Queen Sirikit National Institute of Child Health
and was treated with favipiravir. Data were collected from telephone interviews with parents during
January—February 2022. The data were analyzed by descriptive statistics and inferential statistic (logistic
regression) at p-value < 0.05. Results: a total of 557 patients were included in this study. The majority of the
cases were male (57.38 %), with an average age of 5.23+3.97 years. Favipiravir caused adverse reactions in
183 patients (32.85%). A total of 194 adverse events were reported (34.83%). The majority of adverse
events reported (74.74 %) were predicted ADRs that could recover on their own. The most common
adverse reactions were vomiting (47.94%), bluish discoloration of the cornea (24.74%), diarrhea (13.92%),
nausea (12.89%), and one patient (0.52%) developed anaphylaxis requiring hospitalization. Factors
associated with statistically significant (p<0.05) adverse reactions were age 11-15 years (OR: 0.34; 95% Cl
0.20-0.59; p<0.001) (0-5 years old as reference group), whereas gender, underlying disease, and a history of
medication allergy were not associated to the occurrence of adverse reactions.

Conclusion: Favipiravir is a relatively safe medicine for children under the age of 15 years. The ADRs
discovered primarily affect the gastrointestinal system.

Keywords: Covid-19, Favipiravir, Adverse drug reactions, Pediatric
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Analysis of COVID-19 vaccine-related cutaneous adverse drug reactions:
reported from the largest healthcare system in Taiwan

Sheng Long Tan?, Yi-Hua Chen?, Hui-Yu Chen?, Shih-Chieh Shao*
IDepartment of Pharmacy, Keelung Chang Gung Memorial Hospital, Taiwan, Department of Pharmacy, Linkou Chang
Gung Memorial Hospital, Taiwan

Aim/Objective: To analyze the clinical spectrums and outcomes of the COVID-19 vaccine-related cutaneous
adverse drug reactions (cADRs).

Methods: We conducted a retrospective analysis of the spontaneous adverse drug reaction (ADR) reporting
database from the largest healthcare system in Taiwan. The reported ADRs would be evaluated by
physicians and pharmacists to ensure the data quality and drug causality. All COVID-19 vaccine-related
cADRs, reporting between 1 March 2021 to 31 December 2021, were identified. We described the patients’
demographics, suspected COVID-19 vaccines, clinical presentations, and outcomes.

Results: A total of 261 COVID-19 vaccine-related ADRs were identified, 74 (28.4%) of which were cADRs.
The mean age of the patients with cADRs was 47.0 £ 16.9 years and maximum number of cADRs was
reported in the age group of 36—65 years (56.8%), followed by 18—35 years (29.7%), older than 65 years
(12.2%) and 1-17 years (1.3%). Women (68.9%) were more affected than men (31.1%). Most cases
occurred cADRs after the first dose vaccine (76.0%), with the onset ranged from 1 to 72 days after
vaccination (median 6 days). Among the brands of vaccine, 81.1% cases were related to AstraZeneca,
followed by Moderna (12.2%), Pfizer-BioNTech (5.4%) and Medigen (1.3%). The most frequently reported
types of cADRs included rash/eruption (27.0%), followed by itchiness/pruritus (15.1%), urticaria (15.1%),
ecchymosis (11.1%), redness/erythema (6.4%), petechiae/petechial rash (5.6%) and so forth. Most cADRs
would be resolved between 3 to 120 days (median 7 days) after symptom-relief treatments (e.g.,
topical/oral corticosteroids and/or oral antihistamines).

Conclusion: COVID-19 vaccine-related cADRs, developing within the median of 6 days after vaccination and
resolving within the median of 7 days after treatments, accounted for one-fourth reported COVID-19
vaccine-related ADRs. Physicians should monitor the patients with vaccination in the first week for early

detection and management of cADRs.

Keywords: COVID-19 vaccines, Cutaneous adverse drug reactions, Spontaneous reporting system
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Efficacy and Safety of Amphotericin B and Miltefosine Combination in
Patients with Visceral Leishmaniasis: A Systematic Review and Meta-
Analysis

Mr Christy Thomas®, Mr Satish Mandava?, Dr Krishna Undela®
INational Institute of Pharmaceutical Education and Research (NIPER), Guwahati, India, National Institute of
Pharmaceutical Education and Research (NIPER), Hajipur, India

Objective: To assess the efficacy and safety of Amphotericin B and oral Miltefosine combination in patients
with Visceral Leishmaniasis.

Methodology: A thorough literature search was performed in PubMed, Cochrane CENTRAL, and Google
Scholar from the inception to 31st May 2022. A combination of keywords, MeSH terms, and entry terms on
Visceral Leishmaniasis, Amphotericin B, and Miltefosine was used in combination with Boolean operators.
All randomized controlled trials (RCTs) investigating the efficacy (initial and definite cure, Reinfection, and
Post Kala-Azar Dermal Leishmaniasis (PKDL)) and safety (adverse events and high creatinine) of
Amphotericin B and oral Miltefosine combination on Visceral Leishmaniasis in comparison with placebo or
active comparator were included in the study. The Fixed or Random-effects model was used based on the
heterogeneity identified by using the |2 statistic and Cochran's Q test.

Results: Out of 259 non-duplicate research articles identified through database searching, a total of eight
high-quality studies (Jadad score 23), with 3,715 patients were included in this study. Amphotericin B and
oral Miltefosine combination showed a significantly lesser incidence of PKDL (OR: 0.62; P=0.01) and high
creatinine (OR;0.57 P=0.01) compared to the control group. There was no significant difference between
groups in terms of definite cure (OR: 1.05; P=0.87), initial cure (OR:0.77; P=0.32), reinfection (OR:1.34;
P=0.19) and adverse events (OR:1.21; P=0.40).

Conclusion: This systematic review and meta-analysis identified a significant association between
Amphotericin B and oral Miltefosine combination and efficacy outcomes such as the incidence of PKDL and
safety outcomes such as high creatinine. Non-significant results may be due to lower population size and a
smaller number of outcomes; hence there is a need for large and long-term studies to address these issues
further.
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Post-discharge Use of Antipsychotics in Patients with Hospital-acquired
Delirium and Associated Risk of Mortality — a population-based nested
case-control study

Daniel Hsiang-Te Tsai'?, Wei-Hung Chang®>*°, Edward Chia-Cheng Lai'

1School of Pharmacy and Institute of Clinical Pharmacy and Pharmaceutical Sciences, College of Medicine, National
Cheng Kung University, Tainan, Taiwan, 2Centre for Newborns and Paediatric Infection, St George’s University of London,
London, UK, 3Department of Psychiatry, National Cheng Kung University Hospital, College of Medicine, National Cheng
Kung University, Tainan, Taiwan, *Department of Psychiatry, National Cheng Kung University Hospital, Dou-Liou Branch,
Tainan, Taiwan, *Institute of Clinical Medicine, College of Medicine, National Cheng Kung University, Tainan, Taiwan

Aim/objective: To evaluate post-discharge use of antipsychotics in patients with incident hospital-acquired
delirium and the associated risk of mortality.

Methods: A nested case-control study based on Taiwan’s National Health Insurance Database (NHID) was
conducted for the period from 2011 to 2018. We included patients who were newly diagnosed with
hospital-acquired delirium and subsequently discharged from hospital. The case group included patients
who died within 180 days after discharge, while the control group was selected using up to 1:5 matching by
age, sex. The exposures were defined as specified antipsychotic medications received for patients with
delirium. Conditional logistic regression models were used to derive odds ratios (OR) and 95% confidence
intervals (Cls) for the mortality risk in patients with hospital-acquired delirium who received antipsychotics
after discharge, compared to those who did not receive antipsychotics.

Results: We included a total of 13,219 cases and 56,301 matched controls. The mean age was 79.2 (SD
13.1) years and 55% were male. We found the use of antipsychotics after discharge did not increase the risk
of mortality (adjusted OR: 1.03; 95% Cl: 0.98-1.09). Specifically, compared to the controls, we found the
crude mortality risks were higher for those receiving haloperidol or a combination of two or more
antipsychotics; however, the risk differences were eliminated after taking into account the dosages of
antipsychotics and the patients’ baseline covariates.

Conclusion: Our findings did not support that the association between the use of antipsychotics and
mortality post-discharge from hospitalization with hospital-acquired delirium.

Keywords: Hospital-acquired delirium, antipsychotics, mortality, haloperidol
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Risk of Pancreatitis and Pancreatic Carcinoma for Anti-Diabetic
Medications: Evidence Synthesis from a Disproportionality Analysis

Dr Krishna Undela?, Asif Muhammed?, Christy Thomas?
!Department of Pharmacy Practice, NIPER Guwahati, Kamrup, India

Objective: To identify the safety signals of anti-diabetic medications related to pancreatitis and pancreatic
carcinoma.

Methods: A retrospective case/non-case study was carried out using spontaneous reports in the US FDA
Adverse Event Reporting System (FAERS) and VigiBase. Reports on preferred terms ‘pancreatitis’ and
‘pancreatic carcinoma’ for all the anti-diabetic medications were retrieved up to 31st May 2022.
Disproportionality analysis was performed by calculating the Proportional Reporting Ratio (PRR), Reporting
Odds Ratio (ROR), and the Information Component (IC) to identify the signals on pancreatitis and
pancreatic carcinoma for anti-diabetic medications (if PRR>2, Lower Bound (LB) ROR>1 and 1C025>0). Signal
refinement analysis was performed by using OpenVigil 2.1.

Results: Among all anti-diabetic medications, incretin mimetics produced stronger signals for both
pancreatitis and pancreatic carcinoma [Sitagliptin (PRR=24.2, LB ROR=24.5, 1C025=4.4), (PRR=16.5, LB
ROR=16.0, 1C025=3.9], respectively; Saxagliptin (PRR=14.0, LB ROR=12.2, 1C025=3.5), (PRR=3.4, LB ROR=2.4,
IC025=1.2); Liraglutide (PRR=20.6, LB ROR=20.5, 1C025=4.2); (PRR=9.1, LB ROR=8.4, 1C025=3.0); Exenatide
(PRR=12.3, LB ROR=12.0, IC025=3.5); (PRR=4.1, LB ROR=3.8, IC025=1.9)]. Sulfonylureas like Repaglinide
(PRR=2.7, LB ROR=1.7, 1C025=0.7) and Mitiglinide (PRR=11.1, LB ROR=4.2, 1C025=0.7) were identified with
pancreatitis and pancreatic carcinoma, respectively. A notable pancreatitis signals were identified for
Sodium-glucose co-transporter-2 inhibitors (SGLT-2lIs) like Empagliflozin (PRR=4.0, LB ROR=3.4, 1C025=1.7),
Canagliflozin (PRR=3.7, LB ROR=3.2, IC025=1.6) and Dapagliflozin (PRR=3.2, LB ROR=2.6, 1C025=1.3). The
VigiBase data analysis reiterated the findings of FAERS. The signal refinement analysis of FAERS data
restated the original findings, and eliminated the false positive signals on Insulin analogs, Pioglitazone,
Glimepiride and Glipizide induced pancreatitis; and Metformin, Pioglitazone and Repaglinide induced
pancreatic carcinoma.

Conclusion: Up-to-date analysis of real-world post-marketing safety data on anti-diabetics revealed the
significant risk of pancreatitis and pancreatic carcinoma for incretin mimetics, sulfonylureas and SGLT-2lIs. It
is important to carefully monitor and take the necessary steps by the regulatory authorities to reduce or
prevent this risk.
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KNOWLEDGE, ATTITUDE, AND ACCEPTANCE OF COMMUNITY REGARDING
COVID-19 VACCINE: A CROSS-SECTIONAL STUDY IN VIETNAM

Anh Pham Minh?, Mrs Ha Vo2
1Pham Ngoc Thach University of Medicine, Viet Nam, 2Nguyen Tri Phuong Hospital, Vietnam

Objectives: This study aimed to survey the knowledge, attitude and acceptance of Vietnamese community
regarding COVID-19 vaccine and identify factors related to knowledge, attitude and acceptance of COVID-
19 vaccine.

Methods: This cross-sectional study collected data by online survey in the Vietnamese community using
Google Forms. The questionnaire comprised 8 questions about knowledge, 6 questions about attitudes,
and 6 questions about acceptance of the COVID-19 vaccine. The descriptive statistical analysis was used to
calculate frequency and percentage for each variable, using the Chi-square test to determine factors
related to knowledge, attitude and acceptance of COVID-19 vaccine.

Results: 1485 valid responses were included in the analysis. Overall, the rate of good knowledge, positive
attitude, and vaccine acceptance were 92.1%, 90.8% and 94.2%, respectively. Notably, more than half of
the participants (56.5%) reported they were concerned about the risk of serious vaccine-related
complications after COVID-19 vaccination. Related factors that positively and simultaneously affected
knowledge, attitude and acceptance of vaccination include female, married, having university education or
higher, living in Ho Chi Minh City, participating in the COVID-19 frontline, had been vaccinated against
COVID-19, were not being infected and had never been infected with COVID-19 at the time of the survey,
had no family member or friend infected with COVID-19 and/or died due to COVID-19. Study results also
revealed that the acceptance rate of COVID-19 vaccine was higher in the group of people with good
knowledge and positive attitude.

Conclusions: The study reflected that Vietnamese people had good knowledge, positive attitude and a high
acceptance rate of the COVID-19 vaccine. However, the vaccine's safety was still the most concern of
residents. Therefore, the authorities should implement vaccination communication programs with the
participation of healthcare workers to relieve anxiety and hesitation, to maximize the rate of vaccination
acceptance.
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Use of Hydrochlorothiazide (HCTZ) and
Risk of Non-melanoma Skin Cancers:

A Population-Based Retrospective Cohort Study in Taiwan

Shuei He Yang!, Tzu Chi Liao!, Chaw Ning Lee, Edward, Chia-Cheng Lai?
INational Cheng Kung University, Tainan, Taiwan, ?°National Cheng Kung University Hospital, Tainan, Taiwan

Aim/Objective: Previous studies, predominately from western countries, suggested hydrochlorothiazide
(HCTZ) exposure may increase the risk of non-melanoma skin cancer (NMSC). This study aimed to evaluate
the risk of HCTZ-associated skin cancer in the Asian population.

Methods: We conducted a population-based cohort study including patients aged 20+ years and newly
received hypertensive drugs from Taiwan’s National Health Insurance Database and Taiwan’s Cancer
Registry. We included patients with medication possess ratio of hypertensive drugs above 80% within two
years to ensure they had sufficient exposure. We classified patients into 4 groups (i.e., HCTZ, other thiazide,
non-thiazide diuretics and other hypertensive drugs (OHD)). We also randomly selected a-million patients
as the control cohort from the database to evaluate background risk. The study endpoint was NMSC, and
further classified into squamous cell carcinoma (SCC) and basal cell carcinoma (BCC). We performed
multivariable Cox-proportional hazard model with adjustment of covariates, including age, sex, and
comorbidities, to compare the risk of NMSC among groups.

Results: We identified a total of 41086 patients for HCTZ, 27402 for other thiazide, 19613 for non-thiazide
diuretics, 812182 for OHD and 856782 for the controls. Comparing with control group, HCTZ was associated
with NMSC (adjusted HR, 1.37; 95%, Cl 1.06-1.77), especially for SCC (1.69; 1.16-2.46) but not BCC (1.18;
0.83-1.67). Comparing to HCTZ, we found no difference in the risk of NMSC for other thiazide (1.00; 0.71-
1.40), non-thiazide diuretics (1.09; 0.70-1.69) and OHD (1.05; 0.83-1.33) groups, and the results were
consistent in the analyses of SCC and BCC.

Conclusion: We found a higher risk of NMSC in patients receiving HCTZ compared to the control patients.
However, it warrants attention to possible confounding by indication because the comparisons among

hypertension groups showed no difference in the risk of NMSC.

Keywords: non-melanoma skin cancer, hydrochlorothiazide, hypertensive drugs
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Predicting opioid-induced respiratory depression in hospitalized patients:
a study protocol based on Yinzhou Regional Health Care Database in
China

Huziwei Zhou?, Yunjing Zhang?, Yexiang Sun?, Hongbo Lin?, Shengfeng Wang*
IDepartment of Epidemiology and Biostatistics, School of Public Health, Peking University, Beijing, China, 2Yinzhou
District Center for Disease Prevention and Control, Yinzhou, China

Aims: Opioids are widely used to treat moderate to severe pain, opioid-induced respiratory depression is
the most serious related adverse drug reactions. Recent guideline recommended that an integration of risk
factor screening tools into the electronic health record (EHR) can facilitate clinicians in the comprehensive
assessment of a patient's risk for OIRD. Therefore, we project to develop and validate a model for
predicting the risk of OIRD in hospitalized patients.

Methods: Yinzhou Regional Health Care Database comprises health information from 1.5 million residents
and all hospital in its jurisdiction. Adult patients who experienced opioid analgesia during hospitalization
from 2010-2021 (index admission) and have =365 days of continuous observational data prior to the index
admission date will be included. OIRD will be defined as the occurrence of either of the following two
scenarios after administration of opioid: 1) a respiratory rate <10 breaths/minute or 2) any naloxone
administration, tracheal intubation, or cardiopulmonary resuscitation. Candidate predictors included
demographic, lifestyle, surgery events, opioid patterns, co-morbidity status (collected within 6 months prior
to the index admission date) and concurrent administration medications. Opioid patterns and surgical
events will be updated dynamically as time-dependent variables. Six machine-learning algorithms (Logistic
Regression, Naive Bayes, Gradient Boosting Machine, Random Forest, Elastic Net, and Neural Networks)
will be developed and validated by k-fold cross-validation method.

Discussion: This is the first study in China to predict the risk of adverse drug reactions to opioids, clinician
monitoring of OIRD will expectedly benefit from the integrated risk assessment tools. This study is limited
by using retrospective data, but future evidence will be supplemented by prospective data collection or
external validation. The study protocol was approved by the Ethics Committee of Peking University.

Key words: opioid-induced respiratory depression, machine learning, prediction model, regional health care
database
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D. Pharmacogenomics research and drug safety
D.1

The Associations of Two Common Polymorphisms in APOA1 Gene with
Lipid-lowering Efficacy of Simvastatin

Shanqun Jiang?, MS Yu Liu!
1Anhui University, Hefei, G/&

Background and objective: Cardio-cerebrovascular disease is a major public health issue worldwide, and its
complex pathogenesis has not been fully elucidated yet. This study was to evaluate the association
between two common polymorphisms (rs670 and rs12721026) of APOA1 gene and the lipid-lowering
efficacy of simvastatin in a Chinese population with dyslipidemia.

Methods: A total of 734 participants were enrolled from Anhui Province, China. By the extreme sampling
method, we selected the low response group (n=108) and the high response group (n=106) based on the
lipid-lowering response to simvastatin after consecutive 8-week medication. Both rs670 and rs12721026
loci were genotyped by MALDI-TOF MS platform. Serum total cholesterol (TC), triglyceride (TG), low-density
lipoprotein cholesterol (LDL-C), and high-density lipoprotein cholesterol (HDL-C) levels were measured at
baseline and after 8-week treatment with oral 20 mg/d tablet of simvastatin.

Results: The frequency of rs670 polymorphism in the APOA1 gene had significantly different distribution
between the low and high response groups (P=0.01). Compared with GG genotype, rs670 GA or GA+AA
carriers had significantly higher change in HDL-C (AHDL-C) (GA: B=0.13, P=0.009; or GA+AA: =0.12,
P=0.015, respectively) and lower change in LDL-C (ALDL-C) (GA: B=-0.3, P=0.042; or GA+AA: B=-0.3, P=0.035,
respectively). Alternatively, a statistical interaction between rs670 and gender was also observed. In
females, patients with rs670 GA+AA had significantly higher AHDL-C (B=0.16, P=0.005) and lower ALDL-C
(B=-0.39, P=0.032) levels than those with GG genotype. The A-T haplotype had significantly different ALDL-C
(P=0.049) levels compared with the others.

Conclusions: Our findings indicate that the APOA1 rs670 and rs12721026 polymorphisms, especially for the
rs670 locus, could be important genetic determinants of therapeutic response to simvastatin, and gender-
specific associations are also observed with efficacy of simvastatin. It will be helpful for the understanding
of the strategy of personalized medicine in Chinese patients with dyslipidemia.
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The prevalence and factors associated with potentially inappropriate
medication use in Chinese older outpatients with cancer with
multimorbidity

Fangyuan Tian?, Ping Yuan®
1Department of Epidemiology and Health Statistics, West China School of Public Health and West China Fourth Hospital,

Sic, Chengdu, China

Background: Multimorbidity and polypharmacy is a general problem in older patients;, they increase the
prevalence of potentially inappropriate medication (PIM) use. But the PIM use in patients with cancer is
less clear. This study aimed to examine the prevalence and the predictors of PIM use in Chinese older
outpatients with cancer with multimorbidity in Chengdu based on the 2019 Beers Criteria.

Methods: A cross-sectional study was conducted using electronic medical data from nine tertiary hospitals
in Chengdu from January 2018 to December 2018. The 2019 AGS Beers Criteria were used to evaluate the
PIM status of older outpatients with cancer (age 265 years), and multivariate logistic regression was used to
identify the risk factors associated with PIM use.

Results: A total of 6,160 cancer outpatient prescriptions were included in the study. The prevalence of PIM
use based on the 2019 AGS Beers Criteria was 32.65%. The most frequently used PIMs in outpatients with
cancer were benzodiazepines and benzodiazepine receptor agonist hypnotics, diuretics, tramadol, non-
steroidal anti-inflammatory drugs, and glimepiride. Logistic regression demonstrated that age>80 (odds
ratio [OR]: 1.238, 95% confidence interval [Cl]: 1.071, 1.431, P=0.004), more diseases (OR: 1.193, 95% Cl:

1.017, 1.399, P=0.03), polypharmacy (OR: 2.520, 95% Cl: 2.169, 2.927, P < 0.001), and irrational use of

drugs (OR: 1.762, 95% Cl: 1.408, 2.205, P < 0.001) were positively associated with PIM use in older
outpatients with cancer.

Conclusions: The prevalence of PIM use in Chinese older outpatients with cancer and multimorbidity is high
in China. The increased prescription complexity caused by cancer will further increase the prevalence of
PIM use. Research on interventions rationing PIM use in the older cancer population are necessary in the
future.
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E. Evidence-based medicine

E.1

Impact of Mobile Health Intervention on Glycemic Control and Quality of
Life in Type 1 Diabetes Mellitus

Mr Md Azharuddin?, Dr. Manju Sharma*
1School of Pharmaceutical Education and Research, Jamia Hamdard, New Delhi, India

Objective: Good glycemic control and better quality of life (QoL) are known to reduce type 1 diabetes
mellitus (TLDM) associated complications. In the era of advanced technology, the mobile app presents
unique features for disease self-management. However, the impact of mobile health (mHealth) on glycemic
control and QoL remains unclear. Therefore, the objective of this study was to carry out a systematic
literature review and meta-analysis using published studies on mHealth interventions, determining
glycemic control, and QoL.

Methods: A systematic search was performed on PubMed, Embase, and Cochrane Central Register of
Controlled Trials to identify randomized controlled trials (RCTs). The outcome measure was glycemic
control and QoL in the population with TLDM. QoL shows better treatment and satisfaction. Subgroup
analysis was performed on the basis of mobile application users and text-messaging/feedback systems.
Estimated the pooled mean difference (MD) and 95% confidence intervals (Cls) using a weighted random-
effect model.

Results: Overall, nine studies were included in the meta-analysis. The results from the meta-analysis
showed a significant reduction of mean HbA1lc in intervention group compared to usual care. Subgroup
analyses observed that mobile app intervention significantly reduced HbAlc levels by 0.27 percent, (Mean
Difference, MD: -0.27; 95% Cl: -0.49, -0.06; p< 0.05; heterogeneity, 12= 59%). While text-
messaging/feedback systems have shown no significant reduction in HbA1lc levels (MD: -0.19; 95% Cl: -0.68,
0.30). mHealth did not improve QoL.

Conclusions: mHealth intervention may be effective for self-management and improvement of glycemic

control. However, more RCTs and longitudinal studies are needed to be conducted worldwide to confirm
the present findings.
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Impact of Tuberculosis Disease on Human Gut Microbiota: A Systematic
Review

Dr Tejaswini Baral®, Shilia Jacob Kurian?, Levin Thomas?, Sonal Sekhar Miraj*
IDepartment of Pharmacy Practice, Manipal College of Pharmaceutical Sciences, Manipal Academy of Higher Education,
Manipal, Manipal, India

Objective: The aim of this study was to systematically identify and study the gut microbiota status in
patients with TB and the changes associated with antitubercular therapy.

Methods: Systematic searches were conducted in Electronic bibliographic databases like PubMed, Embase,
and Web of Science using keywords and MeSH terms for ‘gut microbiota’, ‘gut microbiome’, ‘tuberculosis’,
and ‘anti-tubercular treatment’. All studies investigating the impact of TB disease or its treatment on GM
were included. Studies, which did not have any healthy comparator group were excluded. The
methodological quality of observational studies was appraised by using the Newcastle-Ottawa Scale (NOS)
and Joanna Briggs Institute (JBI) critical appraisal checklist.

Results: A total of 11 studies were included in this review. A narrative synthesis was done, summarizing the
current evidence for characteristics of the gut microbiota in the presence of Mycobacteria tuberculosis or
its treatment. For evaluating gut microbiota out of 11 studies, eight studies have used 16S ribosomal gene
sequencing, one study used short gun metagenomic sequencing and two studies have used both methods.
For microbiota analysis, all the studies used stool as a biological sample. GM data was reported as taxa level
status, alpha and beta diversity. The reported taxa level status from all the studies was summa