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Investigating the Status of WHO VigiAccess Adverse Drug Event Reporting and
Exploring its Potential for Application Using Anti-Obesity Agents as Examples

Mikyung Kim
Dept. of Internal Medicine, Dongguk University lisan Oriental Medicine Hospital

ABSTRACT

Objectives: This study reviewed the status of adverse event (AE) reporting in VigiAccess using anti-obesity agents as
examples and explored the possibility of its use and future challenges.

Methods: AE reports related to some representative drugs among herbal medicines (HMs)., complex HM prescriptions, ingredients
of supplements, and over-the-counter and prescription medicines were investigated using VigiAccess on February 1, 2024.

Results: AE reports on prescription drugs were overwhelmingly higher than those on HMs or supplements. Although most
reports were submitted from North America, reports on Ephedra sinica and green tea extract (GTE) were more from Asia and
Europe, respectively. The female population reported more, and the difference in the sex ratio was the smallest for Ephedra
spp. The age group was concentrated on young adults, but many older patients reported GLP-1 receptor agonist-related AEs.
Symptoms related to the gastrointestinal and nervous systems were most commonly reported, but mental and cardiac disorders
were common in Ephedra-type HMs. Hepatobiliary disorders are also commonly found in GTE-related reports.

Conclusions: VigiAccess was useful for easily checking the global status of AE reporting for prescription drugs. However,
several limitations were observed in using VigiAccess for HMs because of the few reports. Thus, it is necessary to increase the
number of reports by education and to promote AE reporting among HM prescribers and users. The full range of HMs should
be included in the pharmacovigilance system, and the coding and classification of HMs should be revised.
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Table 1. Search Targets of This Study
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Prescription drug

Category HM HM Comp lex HEF raw 0TC Internal Injectable L
preparation material drug , scheduled
remedy preparation
for release
Target Ephedra Herba Taeumjowi-tang Garcmlg Green tea Xenical Saxenda Wegovy
drugs cambogia

Acori Gramineri Rhizoma,
Castaneae Semen,

Search  Ephedra Ephedra Ephedra Ephedra
terms sinica  Intermedia equisetina  spp.

Cosix Seed, Ephedra Herb,
Liripe Tuber,
Platycodon Root,
FRaphani Semen,

Garcinia Camelia

. , . Orlistat Liraglutide Semaglutide
gummi-gutta sinensis

Schisandra Fruit

HM : herbal medicine, HFF : health functional food, OTC : over-the-counter
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Table 2. General Characteristics of Individual Case Safety Reports for Each Medicine

Ephedra Herba Garcmlz.;l Green tea Orlistat  Liraglutide Semaglutide
Cambogia
Ep.hfedra .Ephedre.l Ephedra Garginia C.amell.ia Orlistat  Liraglutide Semaglutide
Search term sinica intermedia spp.  gummi-gutta sinensis (n=31035) (n=54018) (n=36498)
(n=24) (=1) (=59 (n=72) (n=172) ' ' '
Africa 0 (0) 0 2@G4d 4 (5.6) 9 (5.2) 69 (0.2) 773 (1.4) 125 (0.3)
America 0 (0) 1 (100) 43 (729) 40 (55.6) 40 (23.3) 26519 (854) 35239 (65.2) 21,446 (58.8)
Continents  Asia 23 (%8 0(0) 7 (119 7 (97 9 (5.2) 822 (26) 6,232 (11.5) 674 (2.8)
Europe 0 (0) 0 7119 10 (139 101 (58.7) 3,391 (10.9) 11244 (208) 13,777 (37.7)
Oceania 1 (42) 0 (0) 0 (0) 11 (15.3) 13 (7.6) 234 (0.8) 530 (1.0) 476 (1.3)
Female 17 (708) 28 (47.5) 51 (708) 127 (73.8) 127 (73.8) 21,059 (67.9) 36392 (67.4) 21,805 (59.7)
Gender Male 7 (29.2) 25 (42.4) 16 (222) 40 (23.3) 40 (23.3) 3,058 (9.9) 15306 (283) 13,102 (35.9)
Unknown 0 (0) 6 (10.2) 5 (6.9 5 (2.9) 5 (2.9) 6,918 (22.3) 2320 (43) 1,591 (4.4)
C28d 00 0 (0) 0 (0) 0 (0) 0 (0) 24 (0.1 799 (1.5) 6 (0.0)
28d23m 0 (0 0 (0) 0 (0) 0 (0) 0 (0) 13 (0.0) 11 (0.0) 9 (0.0)
-1y 1(42) 0 0 (0) 0 (0) 0 (0) 27 (0.1 29 (0.1) 12 (0.0)
12-17y 3125 0 1@Qn 3 (4.2) 2 (1.2) 51 (0.2) 211 (04) 30 (0.1
Age group 1844y 9 (375 0 (0) 30 (B0 30 (4L.7) 79 (45.9)  7.570 (24.4) 8,038 (149) 3,086 (85)
4564y 7(292) 0(0) 12203 25 (34.7) 52 (30.2) 7,320 (23.6) 17983 (3.3) 9,870 (27.0)
65-74 y 2 (83) 1(100) 5 (85) 3 (4.2) 11 (6.4) 1559 (5.0) 6886 (127) 5439 (149)
>T7y 142 00 1an 1(14) 3 (L7 397 (1.3) 1,857 (3.4) 2219 (6.1)
Unknown 1 (42) 0 (0) 10 (169 10 (13.9) 25 (14.5) 14,074 (45.3) 18204 (33.7) 15,827 (43.4)

n . number of individual case safety reports, d : day, m : month, y : year
Numbers in parentheses are percentages per the total number of cumulative reports for each medicine
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Table 3. Number of Individual Case Safety Reports Submitted Each Year
(Garcinia
Cambogia

Ephedra Herba Green tea  Orlistat  Liraglutide Semaglutide

Ephedra Ephedra Ephedra  Garcinia  Camellia

Year/Search T e S—" Orlistat ~ Liraglutide Semaglutide
term (n=24) (n=1) (n=59) =72 (n=172) (n=31035) (n=54,018) (n=36.498)
1994 0 0 0 0 0 2 0 0
1995 0 0 0 0 0 0 0 0
1996 0 0 0 0 0 0 0 0
1997 0 0 0 0 0 0 0 0
1998 0 0 0 0 0 4 0 0
1999 0 0 1 0 0 211 0 0
2000 0 0 0 0 0 2.468 1 0
2001 0 0 2 0 0 1,771 0 0
2002 0 0 1 2 6 1.062 0 0
2003 0 0 4 1 5 698 0 0
2004 0 0 3 1 3 240 13 0
2005 0 0 6 1 7 243 9 0
2006 0 0 3 1 3 157 0 0
2007 0 0 0 0 0 15 0 0
2008 0 0 7 0 6 8,149 3 0
2009 0 0 3 0 7 5945 8 0
2010 1 0 1 0 22 924 200 0
2011 0 0 10 2 23 831 5169 1
2012 0 1 4 0 8 190 3.959 1
2013 0 0 3 1 5 110 575 1
2014 0 0 0 3 22 352 4,267 1
2015 1 0 4 9 10 2,664 4,562 3
2016 1 0 0 7 16 647 1.837 10
2017 6 0 0 5 10 1.059 4,063 8
2018 2 0 1 6 1 681 3.720 188
2019 3 0 2 5 2 792 4,127 2.872
2020 4 0 2 10 4 626 3,365 4,492
2021 6 0 1 6 5 536 4,046 6,022
2022 0 0 0 2 4 206 5,750 9,114
2023 0 0 1 10 3 384 8,161 13,230

n . total cumulative number of individual case safety reports for each medicine

3) BaA AE AHF o] 1AL, obrleke} 3 Bavh 247 11.9%= 1
ol 3 zolde A% A F 18¢ AdR 5 U5 A=A Yo} BuAo} B HTE of
2E RIA} obotold] AZSsle W, vk bl $56%2 7V Bk, Alohebt 1534,

& T B = 437(729%) 0] ofrlE) 7l AFEH ™ol 139%2 1 gl w4 F2F I
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Table 4. Reporting Rate of Adverse Events by System of Organ Class in Individual Case Reports

Ephedra Herba Garciniz.;l Green tea  Orlistat  Liraglutide Semaglutide
Cambogia
Ep.hfedra .Ephedre.l Ephedra Gar(.:mla C.amell.la Otlistat  Liraglutide Semaglutid
Class/Search term sinica intermedia  spp. gummi-gutta sinensis (0=31.035) (n=54018)
(n=24) (=) (@=5) (=72 (n=172) ‘PTO MTR (h-36408)
Blood and lymphatic St ) g0) 3 GD TN 59 1206 2205 120
Cardiac disorders 6 (25.00 00 15(254) 6 (83) 1(64) 586 (1.9) 1251 (23) 941 (26)
Congenital, familial and o o g0y 1m0 0 300D @D % (0D
genetic disorders
Ear and labrinth disorders 0 (0) 1 (1000 0 (0) 0 (0) 0 (0) 134 (04) 289 (0.5 333 (0.9)
Endocrine disorders 0 (0) 0 (0) 0 (0) 0 (0) 4(23) 92 (03 336 (0.6) 183 (0.5)
Eye disorders 0 (0) 00) 468 342 3 (L7 333 (L1 969 (1.8) 1771 (4.9)
Gastrointestinal disorders 9 (37.5) 0 (0) 12 (203) 26 (36.1) 34 (19.8) 17,636 (56.8) 25728 (47.6) 18137 (49.7)
Hepatobiliary disorders 1 (42) 0(0) 7119 15(208) 61 (3.5 746 (24) 1,080 (2.0) 662 (1.8)
Immune system disorders 0 (0) 00 234 0 (0) 2 (12 2719 (0.9 599 (1.1) 364 (1.0)
Infections and infestations 0 (0) 0 3G 342 3(L7) 992 (32) 1966 (3.6) 1,631 (45)
Metabolism and murlion o gy g (g) 8 (136 5(69) 8 (4D 1426 (46) B4Z5 (119) 534 (14
Musculoskeletal and o (g () 7 (119) 456 10 (5.8) 1344 (43) 2088 (39) 1868 (5.1)
connective tissue disorders
Neoplasms benign, malignant (o) o) g0) 0 106 16305 2123 (39) 58 (15)
and unspecified
Nervous system disorders 3 (12.5) 1 (100) 18 (30.5) 23 (31.9) 29 (16.9) 3,056 (9.8) 7409 (13.7) 5745 (15.7)
Psychiatric disorders 9(375)  0(0) 20(339 9 (125 25 (145) 1,399 (45) 2335 (43) 2100 (5.8)
Renal and urinary disorders 0 (0) 00 5@5 70/7) 3 (L7) 1023 (3.3) 1370 (2.5) 1,076 (2.9)
Reproductive system and o () g () o) 00 3D 85 QD 69 (12 498 (14)
breast disorders
Respiratory. thoracic and o () () 7(119) 683 952 774 (25 1529 28) 1227 (34)
mediastinal disorders
Skin and subcutaneous 3 40y g () 19(169) 6 (83) 12 (.0) 2210 (T.1) 3563 (66) 2844 (78)
tissue disorders
Vascular disorders 1(42) 11000 9(153) 7 (97 10 (5.8) 552 (1.8) 893 (1.7) 753 (2.1)

n - number of individual case safety reports. Numbers in parentheses are percentages per the total number of cumulative

reports for each medicine.
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Table 5. Top 5 Adverse Events in Individual Case Safety Reports

Ephedra Herba Garcmlg Green tea Orlistat Liraglutide Semaglutide
Cambogia
Ephedra sinica Ephedra spp. ul(fl?;icinilatta Camellia sinensis Orlistat Liraglutide Semaglutide
(n=24) (n=59) ¢ (n=7g2) (n=172) (n=31,035) (n=54,018) (n=36.498)
. 7 6 8 " 19 Drug 4,463 11,284 8,366
Insomnia g,y Nausea ) Headahce qy) Hepatitis (1 0) joroctive (144) N2U52 (354 NAWSER 57y
_ 6  Heart rate 7 13 L3243 " 5,124 " 4,365
Palpitations (25.0) inc. (68) Nausea (9.72) Nausea (7.6) Constipation (10.4) Vomiting (165) Vomiting (141)
. 4 Muscle 7 . 11 . 2800 . 4707 . 4,15
Dyspepsia (167) spasms  (68) DILI (9.72) Jaundice (6.4) Diarrhoea (9.0) Diarrhoea (15.2) Diarrhoea (13.4)
. 3 Drug 6 Hepatic 2,779 Blood 3,456 3,18
ALT inc. - (1 5) Somnolence (o) i teraction (8.33) cytolysis © 2 SteAOmhO2 (g 0) o1cose ine, (11.1) OTAPEl USe (309)
. 3 Toxicity to Drug 5 Hepatitis Weight 2,368 2971 Decreased 2.452
AST ine. (12.5) v.arious a. (6.8) ineffective (6.94) acute increased  (7.6) Headache (96)  appetite (7.9)
Completed Abdominal 5 Hepatitis 9 (5.2)
suicide  (6.8) pain (6.94) cholestatic )
. 5
Diarrhoea (6.94)
Inc : increased, a : agents, DILI : drug-induced liver injury

n - number of individual case safety reports. Numbers in parentheses are percentages per the total number of cumulative

reports for each medicine

Table 6. Adverse Events Resulting in Death or Equivalent to Death in Individual Case Safety Reports

Camellia

. Ephedra spp. . Orlistat Liraglutide Semaglutide
AU G METED e -y e (=308  (0=54018)  (n=364%8)
Death 3 (5.08) 1 (0.58) 53 (0.17) 143 (0.26) 62 (0.17)
Sudden death 12 (0.04) 17 (0.03) 8 (0.02)
Sudden cardiac death 1 (0.00) 1 (0.00) 2 (0.01)
Brain death 1 (1.69) 2 (0.00)
Apparent death 10 (0.03)
Cardiopulmonary failure 3 (0.0D) 2 (0.00)
Cardiac arrest 2 (3.39) 43 (0.08) 22 (0.06)
Cardio-respiratory arrest 3 (5.08) 1 (0.00) 10 (0.02) 3 (0.01)
Respiratory arrest 1 (1.69) 5 (0.01) 2 (0.01)
Pulseless electrical activity 5 (0.02) 7 (0.01) 2 (0.01)
Ventricular tachycardia 2 (0.01) 13 (0.02) 1 (0.00)
Ventricular fibrillation 3 (0.01) 7 (0.01) 3 (0.01)
Completed suicide 4 (6.78)

n - number of individual case safety. n :

per the total number of cumulative reports for each medicine
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