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A clinical study for effect of a supplement(Bee Larva) in subjects with tinnitus

Da-Hae Kang - Min-Ji O - Hee-Taek Kim
Dept. of Oriental Medical Opthalmology & Otolaryngology & Dermatology,
Semyung University Oriental Medical Hospital

Abstract

Objectives : The primary purpose of present study is to evaluate the effect of a supplement of Bee Larva on
tinnitus. the second is to comparatively evaluate safety of this supplement.

Methods @ Among those patients who visited Semyung Oriental Medical Center from January 11st, 2010 to
February 20th, 2010, we screened 45 patients considered suitable for this study after some examinations and
consent of the patients. they were devided into 2 groups. Group A took 5 tablets of this supplement everyday
for 4 weeks, group B, placebo, in the same way. for 4 weeks, we checked changes in intensity, duration,
extent of tinnitus on daily life and sleep and THI(Tinnitus Handicap Inventory) score. to evaluate safety of this
supplement, adverse events, assessment of vital sign, hematologic examination were recorded,

Result : Through 4 weeks of the clinical trial, we found that this supplement is effective on tinnitus and it
improves intensity, duration and extent (its influence on daily life) of tinnitus, influence of tinnitus on sleep
and THI score more effectively than the placebo drug. Also, in the assessment of the safety of the study the
supplement of bee Larva and placebo drug, there were no adverse events and side effects over the average
which need treatment for it. Moreover, there were not any abnormal findings in change of blood pressure and
hematologic examination,

Conclusion : According to this experiment, we confirmed that the supplement of bee Larva can be used
effectively and safely on tinnitus,
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Table 1, Composition of a Supplement(Bee Larva)

ekl 9] 290 ¢ Wik 2 AEeIRIES] olRol the QA o7

Experimental Product

Control Product

Bee Larva powder
Enzymatically Modified Hesperidin
GABA
Eucommia leef (Tochu-leef)
Vitamin Bl
Vitamin B2
Niacin
Agar
Maltitol

Maltitol
Cellulose
Silicon Dioxide
Sucrose Esters of Fatty Acids
Gardenia Yellow

Cacao Colour

@ tdA AH o] AAFEQ #AZ A
Aol €277} e AL 838 54
AEAIES] FH(Table 1)

O FoJF : 19 5%

@ Foby : 47 %

(3 7|7t : baseline(0F)FE 45
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(o)
o
173} m-miaﬂ—a %‘- ¥ o9l M A2

A& *P%ﬁ}&’i\:}. 4—’?—7& Aok *lWﬂﬁﬂr q}zxﬂ
zo B 6}_1"1 et J8EE gdes Al

3% vlasto] dAe] Fgo] o
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@2 Are

O 13 454 B

Table 2. Criteria for Evaluation

Judgment Statement of the judgment
1 Tinnitus has totally disappeared
5 Tinnitus still remains, but its
symptom is light
3 Tinnitus remains as before
4 Tinnitus is worsened

@ 22k &% %7} : Baseline?} 43 F o}9]

358 Wi

o] e wal

* o] o] A&ARE W3t

* o] Y] A wle FF) Wz}

* o]io] | HXe FF W3}

* THI(Tinnitus Handicap Inventory) score]
ws}

Table 3, Criteria for Intensity of Tinnitus

Evaluation 1 2 3 4

N

Evaluation | Very
criteria small

Very

Small |Middle | Big big
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Table 4. Criteria for Duration of Tinnitus

Table 6. Criteria for Influence of Tinnitus on Sleep

Judgement Criteria for ]gdgement Judgement Criteria for Judgement
1 Hardly rings
: ) 1 Tinnitus does not interrupt sleep
2 Rings sometimes
. . 2 Tinnitus interrupt sleep sometimes
3 Intermittently rings o
) 3 Not able to sleep due to tinnitus
4 Stop sometimes
5 Always rings 9) otAA H7}
Table 5. Criteria for Extent of Tinnitus & Aol Algel ARRE AR e
Judgement Criteria for Judgement V7] Y5te] AE Fo] A Fo] 437 o Y
1 Hardly care tinnitus =4 gosd AAR AT A7/7F U
5 Forget tinnitgs when doing Batas) oakleS Hrlakolrt,
something(work)
Care tinnitus sometimes when doing
3 something(work) 4. E7 &M
4 Care tinnitus but being able to do
other works 2 AR 23 Al 2 B 915k Excel
5 Not able to do other works(work) program¥ £7 AZEo]el SPSS Window,
Table 7. THI(Tinnitus Handicap Inventory)
Inventory Often | Sometimes | None
L1. Does tinnitus impair your concentration? 4 2 0
L2. Does the tinnitus volume make it difficult for you to hear people? 4 2 0
P3. Does tinnitus make you nervous? 4 2 0
P4, Does tinnitus make you confuse? 4 2 0
P5. Are you in despair because of tinnitus? 4 2 0
P6. Do you complain much about your tinnitus? 4 2 0
L7. Do you have difficulties to fall asleep because of your tinnitus? 4 2 0
P8. Do you feel as if you could not escape your tinnitus? 4 2 0
L9. Does your tinnitus impair your social activities (go out for dinner, 4 ) 0
go to the movies, etc.)?
P10. Are you frustrated because of your tinnitus? 4 2 0
P11. Do you feel as if you had a terrible disease because of your tinnitus? 4 2 0
L12. Does your tinnitus make it difficult for you to enjoy life? 4 2 0
L13, Does your tinnitus interfere with your work and your home chores? 4 2 0
P14. Does your tinnitus make you irritable? 4 2 0
L15. Does your tinnitus impair your reading? 4 2 0
P16. Does your tinnitus make you upset? 4 2 0
L17. Does your tinnitus impair your relationship with family and friends? 4 2 0
P18, Do you have difficulties in turning your attention from the tinnitus to other things? 4 2 0
P19. Do you feel like you had no control over the tinnitus? 4 2 0
P20, Do you feel frequently tired because of your tinnitus? 4 2 0
P21. Do you feel depressed because of your tinnitus? 4 2 0

P : Inventory for psychological condition
L : Inventory for life condition
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Table 8. Schedule of Clinical Trial

2l ) 2 - 8

0= B :::
i AEE

RIS olgo] o QA o7

Screening

Treatment Period

Visit

Visit 1

Visit 2 Visit 3

Visit 4

Visit 5

Visit 6

Day

-14

1

7+3

14%3

21%3

28%3

Informed consent

Basic examination])

Physical examination2)

Medical examination by interview

Hematologic examination3)

Decision of Inclusion / exclusion Criteria

O|O0|0 |0 |0 |0

Examination of disease / drug history

Examination of concurrent medication history

Pure-tone audiometry

Making out symptoms checklist

Prescription of study drug

O|O0|O0|0O|O

Criteria for discontinuance / dropout

Assessment of effect and side effect

Assessment of administration conformity

Examination of adverse event

OO0 |0 |0

|0 |0 |0

OO0 |0 |0

Assessment for improvement of each symptom

|00 |0 |0

version 17,08 AREslleH, A9 o4& ¢
sto] fo = 0.055 AAsy, BAS Y3t
olgske B4 e A 849 bascline
characteristicsS 524 7AALE Ysto] frequency

analysis & descriptive analysis® $-43}%it}, 4]

AL 2 HwE 98] Independent samples

t-test, Paired samples t-testZ ©o|-8-3}3ic},

. 2 =

L
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- [ = O

% 4599 9IAE Block size 42 AP A%

A
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23

18T Bl 11
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o 1=k )

getale] 4340
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Table 9. Subjects Assignment

Group A | Group B
Recruited subjects 23 22
Dropouts 3 2
Subjects completed the trial 20 20
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[
=X
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AT A9 B dole 48,104 EFHAAE
6.87 °|QaL, ¥ BY FF Yol 47,554 E
THAE 7.93 o|%{tH(Table 11),

i<

Table 10. Sex Distribution

No. of Cases

ITT analysis
Male | Female Total

Total 26 14 40

Table 11, Distribution on Age

Experimental group
Age & Sex Total
A B
0-20 0 0 0
21-30 0 1 1
31-40 3 0 3
41-50 7 10 17
51-60 10 8 18
61 over 0 1 1
20 20 40
Total
40

3. 01Zo thet 2 Aet

34 sl o W ol A7 ol
1R B 52 W) S e
A7) AA0F 19003 45 F A=A 38
5 BAES A5,

o

ro qlo

1) o]g9 7]zt
Booab Ao Zolgk 407 o uhy 717k
ZARE A% 19 o7t 12%(G0%), 1'd o] 2

L o

26

o|u 51(12.5%), 24 o] 34 oW 7H(17.5%), 3
d ol 43 ol 6%(15%), 43 o) 593 o] 3
H(7.5%), 59 ol 79(17.5%)0.5 JERTHFig,
1.

Period of Tinnitus

Fig. 1. Period of tinnitus

2) o
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(36%), NFT BolA 10842908 714 =9ttt
(Table 12, 13),

P}

5wy g
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Table 12. Conditions of Tinnitus Onset of Group A

Conditions of Tinnitus Onset | Number fre(;rl?eency
After heard big sounds 4 16 %
Hearing loss 1 4%
Surgery 1 4 %
Dizziness 1 4%
High blood pressure 0 0 %
Diabetes mellitus 0 0 %
Tympanitis 1 4 %
Naturally 4 16 %
Suddenly 9 36 %
Others 4 16 %

Total 25 100 %




Table 13, Conditions of Tinnitus Onset of Group B
Conditions of Tinnitus Onset | Number freglllleency
After heard big sounds 2 8 %
Hearing loss 1 4 %
Surgery 0 0 %
Dizziness 0 0 %
High blood pressure 0 0 %
Diabetes mellitus 0 0 %
Tympanitis 0 0 %
Naturally 1 4 %
Suddenly 10 42 %
Others 10 42 %
Total 24 100 %

U3 A7h gt d0

ol Wy 9132 A

A A% 47 F Al #AeIckEig. 2, 3).

Number of Subjects

Right Ear Left Ear

Both Ear

o Week
mWeekd

Fig. 2. Location of tinnitus onset of group A
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Fig. 3. Location of tinnitus onset of group B
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Table 14, THI Category

Mild(0-16) Moderate(18-56) Severe(58-100)
Week 0 2(10%) 18(90%) 0
Group A
Week 4 10(50%) 10(50%) 0
Week 0 1(5%) 18(90%) 1(5%)
Group B
Week 4 6(30%) 13(65%) 1(5%)
Group A
& 187 l:
= 16 1 ol
£ 147 -
& 129 2 .
-é N T mWeek( F-) - Weok
E 08 17 mWeekd E ] - Weck
5 06 1 £ Y
E 0.4 EEES I l
£ 0 24 l
! Group A Group B o & -' ————— =

Fig. 8. Change in influence of tinnitus on sleep

BWeekD

Weekd

Change in THI

Group A Group B

Fig. 9. Change in THI score
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Fig. 11. Change in THI score-group B

45 39 34 H3le ZARIITHTable 14),

ANg A3} 45 T THI scored] WH3IE vlu &
At A AlEE AS A8 AR AIE 47 3 B3
Aol 2 gk A3}, p=0.001(a =005 °|=& 9|
g Apol7h g A= it =3 ART B
g A AR 47 T Fa Aolg EeIst A,
p=0.000¢{a =0,05 o]2& wl$- Fofgt ztol7} 9=
202 JER} AIBT A% B BT FAACE {9
2Jo] 9)THFig. 9, 10, 11),



okl 9 291 1 RS BT AEEHEY ol digh P I

Table 15. Comparison between Inventory P and Inventory L of the Group A

Group A Mean Std. Deviation Std. Error Mean
L Week 0 6.5000 4.09750 91623
Week 4 3.9000 4.61006 1.03084
Week 0 18.7000 5.06708 1.26720
’ Week 4 13,1000 5.56209 1.24372

Table 16, Comparison between Inventory P and Inventory L of the Group B

Group B Mean Std, Deviation Std. Error Mean
Week 0 8.2000 5.83637 1.30505
L35
Week 4 6.2000 561577 1.25572
Week 0 21.9000 10.96358 245153
P =5
Week 4 19.1000 10.47252 234173

Table 17. Change in Blood Pressure of Group A

Group A Mean Std. Deviation Std. Error Mean
Week 0 129.50 12,763 2854
Systolic
Week 4 129.25 11.729 2623
Week 0 78.00 10.563 2302
Diastolic
Week 4 77.00 7.327 1.638

Table 18, Change in Blood Pressure of Group B

Group B Mean Std. Deviation Std. Error Mean
Week 0 129.25 13.791 3.084
Systolic -
Week 4 130.15 12.479 2.790
Week 0 78.00 10.052 2248
Diastolic
Week 4 75.45 7.640 1.708

@ AFRE A9] Pt L& Al 25 vl

B oAfo] AH THIE % 25714 d502 17
7HAe] A 83l #d FEP)F 871AY A%
el A3t dED)o2 FAH gk AlF
AE 47 3 THIY A4 wsiel 34 Ae A3
A 33 F o= A=A t A5 Hs} e
A dolr7] 9t 7t g Al AFE wlal
3t9ict.

NET AY NG A AY 4F F P Y L

o] A4 wsks I A7, p=0.000¢a =0,05
2 e ok ATt e 20R YJelitHTable

@ AlFT B PYET L3 Al A% wla
AT BY A A% AF 457 T P 23 L
o] A wsks I A3, p=0.002(a =0,05
2 fost ATt JdE 208 YERithTable 16),
opfe] Ang Fishd AE A AF 43
AT A9 AlET B EF P 923 L g2
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