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Analysis of Adverse Events in Weight Loss Program in Combination
with ‘Gamitaeeumjowee-Tang and Low-Calorie Diet

Na-Ra Yoon, Young-Jae Yoo, Min—ji Kim, Seo-Young Kim, Young-Woo Lim, Hyung Ho Lim', Young-Bae Park®

Nubebe Korean Medical Clinic, 'College of Korean Medicine, Gachon University, Nubebe Mybou Research Institute

Received: April 7, 2018 Objectives: The objective of this study was to assess the safety of ' Garmitaeceurmjowee-tang
Revised: May 18,2018 by analyzing adverse events in weight loss program in combination with ' Gamitaeeurmjowee-
Accepted: May 31, 2018 tang and low-calorie diet,
Methods: A retrospective review of adverse events in weight loss program in combination
with 'Gamitaeeumjowee-tang and low-calorie diet from the electronic medical chart
(n=124) between June 2015 and December 2016 was conducted, Three Korean Medicine
Doctors (KMDs) reviewed adverse events for two times, during week 2 to 4 and at week 10,
after starting weight loss program, Adverse events were evaluated in terms of causality, se-
verity and system-organ classes, Also, agreement among the three KMDs was made
through further discussion in case of disagreement after independent review,
Results: The overall rate of adverse events was 37 1% during week 2 to 4 and 16 9% at
week 10, For causality of adverse events using the World Health Organization-Uppsala
Monitoring Centre causality categories, 52 2% were evaluated 'possible’ at week 2-4 and

Correspondence to: Young-Bae Park 57 1% were evaluated 'unlikely' at week 10, All symptoms were evaluated as 'mild' by LDS
Nubebe Mybou Research Institute, Top scale, Nausea (15, 12,1%) was the most frequent adverse event at week 2-4 and dizziness
Building 2F, 10 Seongnam-daero (6, 4.8%) was the most common at week 10,

?gggzoz;ig Bundang-gu, Seongnam Conclusions: Adverse events decreased over time, There were no serious adverse events
Tel: +82-31-745-6400 and none of the subjects were dropped due to adverse events, Continuous study is need-
Fax: +82-31-736-2252 ed to prove the safety of ' Gamitaceurnjowee-tang for treating obesity .

E-mail: bmppark@khu.ac.kr
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Table 1. Exclusion Criteria for Prescription?2.13)
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(1) Heart disease (Heart failure, arrhythmia, myocardial infarction, angina pectoris, etc.), uncontrolled hypertension, past history of stroke

or ischemic heart attack

(2) Type 2 diabetes, Hypothyroidism, Cushing's syndrome or the other endocrine diseases

(8) Anemia

(4) Angle close glaucoma, serious neurological or psychological diseases (schizophrenia, epilepsy, alcoholics, drug addiction, anorexia,

bulimia nervosa, etc)
5) Malignant tumor, pulmonary disease, liver failure, renal failure
6) Children, adolescents

)
)
)
8) Past history of surgical treatment for weight loss
)
0

(
(
(
(
(
(

10) Or the other chronic neurological or cardiovascular disease

7) Pregnant women, breast feeding women, women with a pregnancy plan or disapproval of contraception

9) Patients taking Tuberculosis drugs, asthma drugs, drugs affecting the central nervous system or anti- obesity drugs.
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Table 2, World Health Organization-Uppsala Monitoring Centre (WHO-UMC) Causality Categories!s.16)

1. Certain

» Event or laboratory test abnormality, with plausible time relationship to drug intake

» Cannot be explained by disease or other drugs

» Response to withdrawal plausible (pharmacologically, pathologically)
» Event definitive pharmacologically or phenomenologically (i.e. an objective and specific medical disorder or a recognised

pharmacological phenomenon)
* Rechallenge satisfactory, if necessary
2. Probable/Likely

» Event or laboratory test abnormality, with reasonable time relationship to drug intake

* Unlikely to be attributed to disease or other drugs
* Response to withdrawal clinically reasonable
* Rechallenge not required

3. Possible

» Event or laboratory test abnormality, with reasonable time relationship to drug intake, could also be explained by disease or other drugs

* Information on drug withdrawal may be lacking or unclear
4, Unlikely

* Event or laboratory test abnormality, with a time to drug intake that makes a relationship improbable (but not impossible)

« Disease or other drugs provide plausible explanations
5. Conditional/Unclassified

» Event or laboratory test abnormality, more data for proper assessment needed, or additional data under examination

6. Unassessable/Unclassifiable
» Report suggesting an adverse reaction

» Cannot be judged because information is insufficient or contradictory

» Data cannot be supplemented or verified

Table 3, LDS Scale Categories!?-19

Question Yes No Unknown
Did the adverse drug reaction impair the patient's quality of life? 1 -1 0
Was the (immediate) discontinuation of the drug necessary or recommended? 1 0 0
Was the use of a different drug or other therapy necessary or recommended? 1 0 0
Did the adverse drug reaction prolong treatment or lead to hospitalization? 1 0 0
Did the adverse drug reaction cause temporary malfunctioning of an organ (system)? 1 0 0
Did the adverse drug reaction cause permanent malfunctioning of an organ (system)? 2 0 0
Did the adverse drug reaction lead to permanent inability to work? 1 0 0
Was the adverse drug reaction potentially dangerous? 1 0 0
Was the adverse drug reaction (potentially) life-threatening? 2 0 0
Was the adverse drug reaction fatal? 3 0 0

The severity of the adverse drug reactions is classified according to the total score, A score of 1-4 indicates a mild reaction, a score of 5-8

a moderate reaction, and a score of > 9 a severe adverse drug reaction,
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Table 4, Characteristics of Baselines

Characteristic Total (N=124)
Female, n (%) 110 (88.8)
Age, n (%)
20’s 24 (19.4)
30’s 51 (41.1)
40’s 38 (30.6)
50’s 11 (8.9)
60’s 0 ()
Mean age (SD) 36.9 (8.5)
Weight, mean (SD), kg 783 (12.7)
Body mass index, mean (SD), kg/m2 291 (3.8)
Prescription drugs, n (%) 5 (12.0)
Dietary supplements, n (%) 6 (20.9)
SD: standard deviation,
100
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Fig 1. Change in percentage of adverse events for 10 weeks, The
overall rate of adverse events was 37 1% during week 2 to 4 and
16.9% at week 10,
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Table 5, Medical Records of 124 Patients
N (number) Diagnosis (n)
Present illness (N=124)
Cardiovascular system 11 Hyperlipidemia (3), Hypertension (8)
Musculoskeletal system 5 Lumbar disc herniation (3), Ankle sprain (1), Spinal stenosis (1)
Urogenital system 2 Nephrolithiasis (1), Polycystic ovarian disease (1)
Hepatobiliary system 2 Fatty liver (2)
Digestive system 3 Gastritis (1), Reflux esophagitis (1), Enteritis (1)
Nervous system 1 Vertigo (1)
Integumentary system 3 Eczema (1), Atopy (1), Hyperhidrosis (1)
ENT system 4 Otitis (1), Vestibular neuritis (1), Rhinitis (1), Sinusitis (1)
Etc 3 Common cold (1), Breast calcification (1), Varicose vein (1)
Total, n (%) 34 (27.4)
Past history (N=124)
Musculoskeletal system 2 Cervical/ lumbar disc herniation (1), Rhabdomyolysis (1)
Urogenital system 6 Tubotubectomy (1), Nephritis (1), Hysteromyoma (2), Ectopic pregnancy (1), Hysterectomy (1)
Hepatobiliary system 2 Cholecystotomy (1), Cholelithiasis (1)
Digestive system 6 Appendicitis (3), Anemia (2), Enterotomy (1)
Nervous system 1 Facial palsy (1)
Endocrine system 3 Hypothyroidism (1), Hyperthyroidism (1), Gestational diabetes (1)
Integumentary system 1 Sunlight allergy (1)
Total, n (%) 21 (16.9)

ENT: ear nose and throat,

Table 6, Change of Weight and Body Mass Index for 10 Weeks

N=124 Before After 10 weeks P-value

Weight (kg) 78.25+12.79 70.48+11.79 P <0.001

Body mass index (kg/mz) 29.05+3.82 26.2+3.49 P <0.001

Values are presented as mean =+ standard deviation unless otherwise indicated,

Table 7, Scores of World Health Organization-Uppsala Monitoring 7 B2 HEE B3 OW(522%), 105}l o]/ 1t
Centre (WHO-UMC) Causality Categories and LDS Scale So| w3t unlikely (7]_% XN AL )7]_ 129

Total patients (N=124) 2—4nvz/§3ks, 10nvv(g/oe)ks,
WHO-UMC
Possible 24 (52.2) 6 (28.6)
Unlikely 17 (369) 12 (57.1)
Conditional / unclassified 5 (10.9) 3 (14.3)
Total 46 (100) 21 (100)
LDS-scale
Mild 46 (100) 21 (100)
Moderate 0 (0) 0 (0
Severe 0 (0) 0 (0)
Total 46 (100) 21 (100)

| 219
57.1%) 0.2 713 2o xS w3t LDS scaleo] Wk
STEE 7K A, 245, 1073 o] W& BT
ZO|AKTable 7). Al AFAF 3ke] ICCE 2~4F3F
0.961 (0.936~ 0.977), 1052} 0.939 (0.873~0.973)°] ATt
A 71HAE EFE 2 o, 2~4F2 ol = A o]
& B F 24(12.1%)°] 71 Bol RaElom, 1053}
oAM= AAA old Bk T oA 2 3(4.8%)°] 71 Bol
HuE ek 105721l B o) §hg-& 2453} H]3)
A 71BA N AA LA v go] FAEE S IO
W, @8A S T TS WTo] 2454 el A
3HA] ZATHt 1052l A TE B35 ATK1.6%) (Table 8).
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Table 8, Adverse Events According to System Organ Classes

System-organ classes Symptom 2'4,1\1 \’E/;jks 1ONV‘2§/SKS
Gastro-intestinal system disorders Nausea 15 (12.1) 3 (24
Constipation 8 (6.5) 4 (32
Heartburn 2 (16) 1(0.8)
Vomiting 2 (1.6 0 (0)
Diarrhea 1(0.8) 0 (0)
Dry mouth 1(0.8) 0 (0)
Sub-total 29 (23.3) 8 (6.4)
Central & peripheral nervous system disorders Dizziness 8 (6.5) 6 (4.8
Headache 2 (16) 1 (0.8)
Hyperhidrosis 1(0.8) 1 (0.8)
Shakiness 1(0.8) 0 (0)
Sub-total 12 (9.6) 8 (6.4)
Vascular disorders Peripheral coldness 0 (0) 2 (16)
Psychiatric disorders Insomnia 11 (8.8) 2 (1.6)
Autonomic nervous system disorders Palpitation 2 (16) 0 (0)
Hypotension postural 1 (0.8 0 (0)
Sub-total 3 (24) 0 (0)
Musculo-skeletal system disorders Muscle cramp 2 (1.6) 1 (0.8)
Hearing and vestibular disorders Tinnitus 1 (0.8 1 (0.8)
Skin and appendages disorders Alopecia 1 (0.8 0 (0)
Vision disorders Vision decreased 1(0.8) 0 (0)
nkd; 10F2E 224 A7 Aoz AT
Bgzsgel 74 o F ohge P wvE
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