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Gefitinib plasma concentration
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Xiao Shen®P, Guorong Fan® Gaolin Liu® Fan Wang®, Qi Li° Xinyan Liu®,
Hong Zhu®, Ying Zhu®, Jiguang Lu® and Shuowen Wang?

The incidence of lung cancer is increasing yearly
worldwide, and targeted medicines are the main choice > B&, i, 64%; 2019-02: AXWRFEGTHMIS, FWBCTR: BWISM, FEAGHE: FTEURLHBEIRERR, AGHERR: HBERE,

for lung cancer patients. However, there has been no

relevant research about the analysis and adjustment of BAMREHESEE; BERN: EXON-21 L858R mutant; 2019-04BRIERZALLGRLT, RRRBRERNERNAIS FERBNSIFER (BE2)

drug combinations for cancer patients with hypertensiol 555 04 q3w, FRIPEHERISE (SD) ; HFERESROBEIHRE (BiD) 0.250 qd SArT. BERS: OKBEER; OBNE0RE,
and hyperlipidemia until now. Here, we reported a case

of medicine adjustment for a patient of lung cancer > EfREHY: S8EiEE, qd, po, 5Smg; FEfHiT, qd, po, 20mg,
with hypertension and hyperlipidemia. The patient
was diagnosed as right lung adenocarcinoma with

Iymph node metastasis and continued taking gefitini>  [RRRI] RINRN: SREBCTH, HARARNE (8628) . B8, WF. NEARFE. RERWAFENSKIY, HRHE
LT hepen TG N DEMESE, EXREHE, TWECE, RGN, ETSENE, BENE, BNEERE, FUERNRREE,

end of chemotherapy. Severe paronychia and a high
plasma concentration of gefitinib were noticed when
the patient visited the hospital for reexamination. The
clinical pharmacist found that the patlent took nifedipine
sustained-rel tablets and simr

simultaneously, and these medicines were all substrate
of CYP3A4. The clinical pharmacist suggested replacing
the medicines for hypertension and hyperlipidemia
with valsartan capsules (Diovan) and rosuvastatin
calcium tablets (Crestor), respectively. The adverse
cutaneous reactions were greatly relieved, and the
plasma concentration of gefitinib was decreased when

[MZGRERN]

EEERARE: 589ng/mL
(XEHBESRS TASIEERARE: 300ng/mLER)
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Safety Profile of Eltrombopag in Different
Age Groups: An Analysis of Real-World
Pharmacovigilance and Randomized
Clinical Trials

Han Q_l 2t ]iaqi Wul?!, Cui Ma'?, Xijier Qiaolongbatu"?, Xianmin Song®, Tingting Feng?,
Zhenghua Wu'*, Yuefen Lou4 and Guorong Fan"?*

Eltrombopag is clinically approved for use in immune thrombocytopenia (ITP), chronic hepatitis C-related
thrombocytopenia, and aplastic anemia and suitable for children; however, data on its overall safety profile are
scarce. This study aimed to explore the clinical features of adverse drug events (ADEs) associated with eltrombopag
in different age groups using individual case safety reports (ICSRs) from the World Health Organization database
VigiBase and the US Food and Drug Administration Adverse Event Reporting System database from 2008 to 2022
in combination with a meta-analysis of data from randomized clinical trials in the literature from inception to July
28, 2022. We conducted disproportionality analyses by grouping patients into the following age groups: 0-17
(0-23 months, 2-11years, and 12-17 years), 18-64, and > 65years. The ADEs about hepatobiliary disorders,
thrombosis, skin and Is tissue d ders, infections, and so on were observed more differently in each
age group. Meta-analysis results showed differences in the four system organ classes between adults and children
with ITP: infections and infestations, general disorders and administration site conditions, skin and subcutaneous
tissue disorders, and investigations. The adverse drug reactions in the latest version of instructions were searched
in the databases to analyze their postmarketing safety signal strength. We observed signals of elevated alanine
aminotransferase, aspartate aminotransferase, and blood bilirubin levels in all age groups. For children, urinary
tract infection and back pain showed signals. Due to the inherent limitations of pharn igil dies, more

heut

experiments are needed to assess the risks of eltrombopag in different ages.

Study Highlights

WHAT IS THE CURRENT KNOWLEDGE ON THE
TOPIC?

M The indications for cltrombopag have gradually expanded
and arc approved for usc in children. However, data on its over-
all safety among different age groups are scarce.

WHAT QUESTION DID THIS STUDY ADDRESS?

I What are the differences of adverse drug events (ADEs)
after elcrombopag application among different age groups?
WHAT DOES THIS STUDY ADD TO OUR
KNOWLEDGE?

M Disproportionality analysis showed that the ADEs regard-
ing hepatobiliary disorders, thrombosis, skin and subcutane-
ous tissue disorders, infections, and so on were observed more

differently among patients 017, 18—64, and > 65 years of age.
Meta-analysis showed differences in the four system organ
classes between adults and children with immune thrombocy-
topenia. Morcover, the adverse drug reactions in the latest ver
sion of instructions were searched in the databases to analyze
their postmarketing safety signal strength, We observed signals
of clevated alanine aminotransferase, aspartate aminotrans-
ferase, and blood bilirubin levels in all age groups. For children,
urinary tract infection and back pain showed signals.

HOW MIGHT THIS CHANGE CLINICAL
PHARMACOLOGY ORTRANSLATIONAL SCIENCE?
[ Patients of different age groups should be evaluated for
different risks before applying eltrombopag.

1school of Pharmacy, Shanghai Jiao Tong University, Shanghai, China; 2Departmem of Clinical Pharmacy, Shanghai General Hospital, Shanghai Jiao
Tong University School of Medicine, Shanghai, China; *Department of Hematology, Shanghai General Hospital, Shanghai Jiao Tong University School of
Medicine, Shanghai, China; "Depanment of Pharmacy, Shanghai Fourth People’s Hospital Affiliated to Tongji University School of Medicine, Shanghai,
China. *Correspondence: Guorong Fan (guorfan@163.com), Yuefen Lou (louyuefen@sina.cn), Zhenghua Wu (zhenghua.wu@shgh.cn)

These authors share first position authorship.

D 20, 2022; March 29, 2023. doi:10.1002/cpt.2918
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Differences in hypersensitivity reactions 2
and gadolinium deposition disease/symptoms
associated with gadolinium exposure

to gadolinium-based contrast agents: new
insights based on global databases VigiBase,
FAERS, and IQVIA-MIDAS

Han Qu'*3 Wenjing L, Zhenghua Wu?”?, Yuanyuan Wang?, Tingting Feng?, Nianyun Li*, Chendong QF,
Xiang Li®, Taishan Wei?, Guorong Fan®*" and Yuefen Lou'

Abstract

Background Hypersensitivity reactions (HSRs) can accur unexpectedly and be life-threatening when gadolinium-
based contrast agents (GBCAs) are used. Gadolinium deposition disease (GDD) and symptoms associated with gado-
linium exposure (SAGE) have been controversial for a long time. However, similar studies are currently incomplete

or outdated. Therefore, comparing the safety of different GBCAs in terms of HSRs and GDD/SAGE using the latest
post-marketing safety data should yield further insights into safely using GBCAs

Methods The safety differences between all GBCAs to GDD and the spectrum of GBCA-related HSRs were all com-
pared and analyzed by using the World Health Organization database VigiBase and the FDA Adverse Event Reporting
System (FAERS) database in this study. A further analysis of SAGE was also conducted using FAERS data. The lower
limit of the reporting odds ratio (ROR) 95% confidence interval was used for signal detection. Moreover, the frequency
of HSRs was calculated by dividing the number of reports in VigiBase by the total sales volume (measured in millions)
from 2008 to 2022 in the IQVIA Multinational Integrated Data Analysis System. All adverse events were standarclized
using the Medical Dictionary for Drug Regulatory Activities (MedDRA) 26.0.

Results This study shows that all GBCAs have the potential to induce HSRs, with nonionic linear GBCAs exhibit-

ing a comparatively lower signal. According to standardized MedDRA query stratification analysis, gadobutrol had

a greater ROR,,, for angioedema. The ROR,,; of gadobenate dimeglumine and gadateridol is larger for anaphylactic/
anaphylactoid shock conditions. Regarding severe cutaneous adverse reactions, only gadoversetamide and gadodi-
amide showed signals in FAERS and VigiBase. There were also differences in the frequency of HSRs between regions.
Regarding GDD, gadoterate meglumine, and gadoteridol had a lower RORs. An analysis of the 29 preferred

*Correspondence:
Guorang Fan
guorfan@163.com
Yuefen Lou
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