BIAKAEN 1 (BB 1 0%&ER)

TRt 28 4 10 A 5H
BRRXFEZER B

EELE
G o e
B & # Wi o
K 4 B (@ )
B sl
1. BEXS
WA v (%4 % O THE)
OYr ABFZE BEEms

QRBEHES (EH2EH- 2H) /|[EErgbR)

@ DMOHE (EHBFE : TN ACET 377 7V Fy K - 24 ) — oSt EEENE2hE 1)
N SETACT LTy

(BATMBEZSRE )

BRA o A A QL0 EH S I OO EREEEICS 2 2R OBE

3. WL HEESA

K4 wmHE—E  FTR EFEREEEE L2 653

K4 RIE ¥ TR MMASHI XA Wt WEHEHEE QL HERER
K4 mEMEZ  FERRRXSYIXAT I ) —F W HFEREHRBER S V—T Y — 5 —
K4 X B /B CP C CHRAEH: Wiz AREBURER

K4 RHEWA BB CPCCHA&H Wi WEREATE

4. HFEOBER & HE

<BHI> = PA AQ10 (CoQl0) EFZ/IEZEMTHILICL D, BRSWESCER T OBRIILA L RE -
R/, BETHSRE, WA 72 EDOOEBEEICH T A3RICOVWTHENT - FHMET 52 L2 BMET 5,
<HEE> CoQl0 X, AMEEZHERFTILDICHBERI RN —DELRCHATHS LA, I har R
7 DEFGEER TRAET HIEEBRRICHT 5 HRBIH L LTOREBRELZ ORI THREI N TS, BEIZ,
SMELFREDEELE LTREIN, 4 TIifRE#EERRE LTHES AVbhTna, T4 Tk, %%
FEHEREMD CoQl0 BEFTHD CoR2 BIEFERIZEZbD L LTHREEIN, HEARZEZED CTHAMICERIER
BIT72 T3, CoQl0 IHMEFEBERDBEVIZ LV LA L ELEIC B I, BER L 2B CoQl0 iXEN
DBITLEERIZ I VIBTLE CoQl0 ~E#IND Z L TEAT 5, CoQLO ITHBR EICERINDT-ORENLHEDZ
LIXFIRETH 20, MEEZRYHIOLERTAZ LIXEHET, M TNRICEVERER BT L0k,
Fe53 72 CoQl0 EIXED TVRWVWENREZ N, BHFEE I, BEIC CQL0 /N BNV EEBIMT 5 Z LIT KV EER DU
ENEMLEZ L E2REL.EELHETE CQL0 V7 AT MI X2 OBABEORH 1 DO%ER EDHEETR
LTW5,

—J5., IEIGPHET 22 &0 ORI B2 BT A 72O OMREIC & U 53, SRAESEECMA R E2FIcEL
BHELTWAZERFEHENTWD, FIERAVETILZEKRL, 1920 FIZNV R « U —FRnFHong
LAPFBLTNDZ LR L, OEBEEZR LT 5D’ REZET T TEHD TUES L Z EMMED
Thb, BE, BEVEITBEHLES L2 8020 BB 21X LM & L EEEFOBR, EARZEME XA
fEfRfE b 25 REIREOBEIRICE T M58 BEB I, DIEEE - 2FEESHEIZEA LTS Z &R
Lo TET, Z2RNHbDZ L LV, KIFETIIBELTH CQI0ZEATH/I2BRERT A Z L COEKEX
DEBERS DRI S, BROWES OO EBIZ O W TEHMET 5 Z & Z5TE L,

MBEEILXZIZHREZIC1IA LE, 2E% 8 BFHMEERT 2, BRI ERSBMBEO®MKRLSWE., O
FEMSEERTAE & L CHE THERE, W& /1. WEIREA (LA b UV RE - BRI T). HEIR CoQl0 &72 b NI BRI
DWTLLEBRFTT 5, FREMIXITRROBY . MEHFEN FEICOWTIEUTICADER L ORZEEDOEER
FHGIE B ioxt 3 2 M EHET FIEOMEEZ LT, MR OFEMIZ OV T, BEHRITEEESETFHESIC
EL. BT —YETRICHEET 5,

MET VA v 77 AR5 R EERIEITEHRH LB
MERNRE - WERSWED % BRI 540550 E80iELL T D 5B &504




E- /o) :
1) RBREHLOEI T

WERE B EEE 1L, Microsoft Excel MELEREIE (RAND ()] ZAWT., HERELEE X, YEHICIK L THER
&5 A, B 2EIRT B, BIMITEHEL LTHRBREMEE X, Y BCELEERAESE, BLBORIWIEILH

BREM A B ZIRICEMT, RBREAEMEK (F—a—F) Z21FEKT 5.

)RREMRDEIE T

RBRAGENEEEIT. 227V —=U ITREIC LV ARBRBINAEE CTh D L HIE SN RE 2RI,
R EZEE L CRREMEE X, VEICEEBICEY T, RBRAS LEREBI = — P LEERELE

BT 5. 2B, BIETFICBOTRRAREHM TAREERIRVLIICT S,

3) RBREMEITROEF]

RBARETEES L. ERDBLIO) OEERT R, O TR TOEBZITV., MEDORNZ & 2R
L. RBRAERBIMNRZHET S, £, RBRK T ECTHECTE 2EEICTHEE THRECRE T 2.

HRBREHFTROBRH

=p =
x]

EFIEEDKR TH, RBREMENRORHZITI.

47%) BILAICoQ10 55mg B A A & ETAICQI0FEE A R i
B CoQIO EFRM (BRAER 2k 6 g V)

B [
<2 IVTF h—v 3470 mg
Bk 780 mg
P IF 370 mg
I CoQl0 110 mg
2%V v 80 mg
=R 75 mg :
BT CoQl0 EE AR (IBEMm 2K (5 g) HED)
JEAT R [y
< )VF h—)v 3470 mg
B 780 mg
¥ TT 370 mg
HE IR 110 mg
7U®Y v 80 mg
EXT 0 75 mg

HRELORERSE :

HKBRAERZ 1B 1EH, 2@ I Z2HEBITERT S, .
BERENTEAIX. BRI 2 BSERT S, 2720, 1 BV 0BREIL 2 B (ExE CoQlo & LT
220mg) £ T& L., 3 BHUEEERLAW,

WErE DBIREB L ORI EKE
BEHRHERIZLVRR~OEMEERALEZbD T, TrOBREELT /- LRI EEICEM L RWEZHE
L35,

1) BIREYE
(1) BRSWOBDLEBRT HE
(2) FEBISRFOEERD 40 5Ll E 80 ML FOBAB & '
(3) BN UEBRARROTAZZ T, TONENEMRTCXBEICER LARAAICL I XERER GO
HE
2) BRAVEKE
BREERHZTAD Y LUT 28B4 5,
(1) FOTESEERICI T B HEHRREIC KX DR RIBEZ1To TV 5HE
(2) RRGRICEETHAHREDDH 5 L BN ERNE, FEREARR. BRERLELERLTNDE
(3) DE. FFiE. B, EIEBRSCEERRBRORBERBLIUHARER D HE
(4) RBREED, FHES, AP, TLRZOFERDHDIE,
(5) Y=— 7 VVEBRHICBRLTWAE
(6) BAEMMBEICRRNLE, SRESEE - BROBE. BMERLA PLARBIZHBOIEBEREERFY
NS b
(7) ERGHBIOERY (i) v, B7FY) KT VAF—0RbHo5E
(8) thoERM E M EEAROBERRBRICSINT, RBRRTH 4 BRSAOE, &2 VEFAFARDOSIN




FERICMOBRARRIIZMNTEFEDHDH
(9) Zzoth, RREMLEREME 2 ITRROEEREMPIARR~OSMBARE Y L AW LF
HIEH & Y :

1) ERFEES: HR. £FA 8. Fih, AR, A0HE (BMREER) . FAEXESGA, FALTWS
EXEL - FERRARS - BERR

2) WERERE : UREPLIFFOMICEHIFT AN, H 7YV TR, HATANEERT 5,

REHFERILY 7 v 7 A LTI HBRICHM S D ERE % JIE,
P27 VT A MIBE A —Y 2245 REE L4 Uiz ik % 81 E,
BT A NEH L% 1055 A Uik L 7= iR % HIE,

3) HETHEEEMZAERSST : KIEMERHET 7 A 1) : 30 MIC B T OMER % R AA T B HIE,

4) WBENRE : FINV—PNT 5 —R A —F—GM10% A\ THEEHRARE S ORITE,

5) MERBRILA FUVRE - HiEMES) : 7T —27 L—RXHDKR v b Ai-Pack Oxystress Testid 4 B BIEIFRERR
EREECHEERE ANTEBICENOBILR LR - L AHEZBRIEST S, T4 7 VB bEY L
(DA A & 2 ELRISRIE, BIRAEIC LV RADHEERERENS =, AIRERKINRIIREZE
T35, ZORBKIZOWT, ELIGETYWE 2 HLFEIE S LAIEETWEOBRTER GHELIER)
2LV, BT R T B8AIDA Z 0 B8kADA A U IGET SNRISRDOFRERHERT B, £
T, BIREREZET 5 RNRICHIGTHE Y I 2 SERAEEEVEZRETAZ LiICXY, &
By o hzEHT 5, ‘

6) MEECOQIOE : REII WX AT 7 /) VP —FITTLC-MS/MSZEFIA LIKER S 2 EESITT 5,

7) Tr—b : FUEQULI R E GRS R) 2 AV 5,

*1 : BERAETRERED 2

frat & . fEBR X 2 way repeted mesures ANOVA % FAVWNTHHT4 5,
BT — X OB EERBR TR ICHREBELEREMMBIT I,

¥R, AEITHRRETZAETHAIMAEH I I D LV RBRER 2B RRFEETREFHFEELCPCCK
K& HEI L REE B OER CoQl0 EREIIMAS N R I OBEESHTHAIRASEIX T 7 7 U
—FTEMET D, X T, CPCCHERAEEREBEETEITREANRNTAT A INI Y=y 7%, CPCCKRAE
HEVEEEZY. A2 ) =y 7 CREFENMTDI, AFRTEBENEZLOTH S,

RERT YV =2—)
RS & BRI

= : s {EERAT HEane Mk
XBEERE o)
Rk ) [®) o -
BBREERAZ o) '
HRERER < >
M o) o)
ERRER ®) ©)
WTiERE o) o
R TR ®) @)
Fuir—h o) o)

5. WFEEOx% L ElsiT. HFIEEM

RFFE D X5 BERRROTIEZEMLUEBENIIBNOEREERZRL, BELSWOBALEZBERT 5 40 5%LLE 80
BUATOBL 504, 2MOTEZET, BRRLOICER LIEREELHFEME E LTERT
HEEXELTAVWCHAL, EE@CREREZBIEEOREDAEZLOITHEL TS,

EiaEEHE - BRRKFEFHHERIE 74 ~vR44%K
CoQ10 BIEHERE E LTRSS IR T 7 / V¥ —F

il  REEESERE~2017TFE3 A




6. HFRICEBIT 3 EFEEFE LOMBNRBEIZONT

(1) BEHLESETHRICL, EICL VAT 5kt L EFEZ EORREBEHET S
<HWLEH>ETHCQOEE/ IEB L —=V 7 OEBCEY  BEHNTET 2200 TT7 1%
ST 5 2 &2 L 2K, RIEGOEBEG 2 L 0O EEEICS 2 3RO LEE~OEENM LTS Z
LEHLMNTT B,

<HFEFIT LEOER> AFEICB T IREHIER TH Y . HBUIIFERERN TRRZ DRV,
<BOLNAEFLORE> BIREENTWAERICH LT, 8FKS Th5HETE CoQl0 % O EREIE D
LEEEBRTAZLERN, BRRSILWVWOIHETHY, FIZ2EBRTIHZ L THERREOR ELARD LN
U, ok, RRBREORREESCTH 2 LICoRRY, HRSICERHEKS EEADN D,
<%A%ﬂﬁ>$ﬁ DEEEZRAESWHICHE T2 &, BEFEL CEEImREIN, REIEHE, M2 T

FEENIEONIRBZHNVTHEITT ), BEOLDIHODLEZDND,

(2) BFREOXE L 72 58 ATV B O RS O A efEE

WEeE OBEANERIIFEEAE (EANFREEE) NEHELZITI, HBRBOI bHERbL-TLHER. K
ANDFENTFRERDERDOARMT B, BITHEREZHR Iﬁb(“i#é% %, ABREOEAEZHITEBIE
HIIAE LRVVEAAEREEDT- D, REIF I VERETEEALE L, HEERKODIT DXISRS
;wﬁk%miﬁimﬁmm@ééﬁt%%?éo

(3) HREXNGEXIIRUENORELZR/ L HE
MRS ESIRALELEA L CBMBELCHA L, AFE~OSIMONTHEEDLEREICT REz%
%, B, AHFRICBT R - FHE, EETEERALL THAT 5.

(4) Zofh
AL I R EERLET 2 RAEAE MREttErx) LIEFBHERERICH Y | BRRFEFHAE
HEZBADARLPET, FIEEROATEEFE > TWND, ZEEMERE &L 7 I MR CoQl0 EHIE D EE
%ﬁ%&ﬁ\ﬁimﬂﬁéﬂ%ﬁﬁm¢¥m—&fé
FIRHFKICE LT, FEREROFEERER, mXREER EOBICIIFTE OFRRITEV AR ZIT 2




HIHEREC3 (351 3 5:B8fR)

k284 12H15H

BRI
RTINS 1

FE O OB x® F=
=
ZfFEHF:1428
PE OB 4B oz WA L QLOEHE S IO REKEEIZ S X AN OMET
FME TS - BLEE  GEAT 9k N

Sl fmBR AR O H o 1= FRREITR AU E, AR TEZFEHK2 841 1 A 1 5 H Ol
HEEBESTHEEL, TLOLBYHELZOCEBMLET,

iC
K SR DT
HOE
AR %Y
PR IEE Sk L U, SR ET 5,
- A OFFRXRE O THER] 24 < 2L, MRRIC W THRKICIEET 5
il
- HFEEAORIEEZIEET 22 L, ERICOWTHRBRICEBIET S Z &,
B - HEE4 ORBIEE & HEO2) 17 A MEEBRT A 2 &, ERICoVnTY
i FERICIEIEST D Z &,
- PEEE S O REOMEO TN O [HEHe2] #48< 2 &, >0 THREERC
X EEFTB L,
I - HEEE 5 OFEFEILMEFEEZE ARG~ L T5 2 L, iz o0 TH AR
) IZEET B Z &,
i - HEEEG6 O (4) Zofiz oW\, RIS EEREZFEMCARE TS 2
5 - PFZEEH RO BB E ORBR AL IZ OV T, Ex”CdﬂO%aﬁL@Wﬁm
Wi [55mgl] #8< 2 &, ERIc>WTHRBRICEIET S Z &,
- BFZERHIEE 1 3 OREEN R URESEOR D WIS\, F— 4 ORFENM AT
%, 5ENL 1 0EIEETHI L,
FEEORFEEMEZHIPRT 5 Z &,

R Eﬂaﬁ“‘;’t{ﬂiﬁ:ﬂ KETETD,



Attachment 1 (Related to Article 10)

Application for Ethical Review

October 5, 2016

To the President of Tsurumi University

Investigator
Organization: Department of Pathology, School of Dental Medicine
Title: Lecturer
Name: Koufuchi Ryo Seal
*Reference ID

1. Study under application
Study design (Circle the relevant option)
(1)| Interventional study |/ Observational study
(2) Invasive (Slightly invasive / Invasive)
(3) Other study (Qualitative study: It includes structured interviewing of human subjects)
Publication plan (Describe the name of the academic society)
[Scientific Meeting of the Japanese Society of Anti-Aging Medicine]

2. Study title
Investigation of the effects of chewing Gumi candy containing reduced coenzyme Q10 on oral function

3. Subinvestigators

Name | Kazuo Saito Organization | Department of Pathology, School of | Title | Professor
Dental Medicine
Name | Hitoshi Yahara Organization | Kaneka Corporation Title | Board member, Head of
QOL business
Name | Kazuhiko Organization | Kaneka Techno-Research, Co. Ltd. | Title | Head of Analysis,
Matsuo Development Group
Leader
Name | Masaru Okawa Organization | CPCC Co., Ltd. Title | Representative President
Name | Katsuhisa Organization | CPCC Co., Ltd. Title | Head of R&D
Sakano

4. Study purpose and outline

<Purpose> To analyze and evaluate the effects of chewing Gumi candy containing Coenzyme Q10 (CoQ10) on the amount
of saliva secreted, level of oxygen radicals in saliva, antioxidant capacity of saliva, swallowing function, and bite force.
<Outline> There have been many reports that CoQ10 is essential to produce the energy required for maintenance of life
and that it acts as an antioxidant for oxygen radicals in the mitochondrial electron transmission system. It is already
employed to treat congestive heart failure and is widely used in health foods. Recently, multiple system atrophy was
reported to be caused by mutation of the CoQ2 gene, which is one of the CoQ10 genes. Clinical studies are being
conducted around the world, including at the University of Tokyo. CoQ10 is classified into oxidized and reduced types
depending on its chemical structure. Oxidized CoQ10 is ingested and converted to reduced CoQ10 by reducing enzymes,
after which it exerts its effects. CoQ10 is contained in rice and is available via the diet. However, it is difficult to obtain the
necessary amount from the diet alone. Moreover, reducing enzyme activity decreases as people age. Thus, deficiency of
CoQ10 often occurs. The applicant has already reported that intake of capsules containing CoQ10 increased the production
of saliva. Also, Sugano et al. demonstrated that intake of soft capsule containing reduced CoQ10 improved the strength of
muscles around the oral cavity.

It is well known that oral functions such as mastication and swallowing are not only required for intake of nutrients, but are
also influence systemic functions such as cognitive ability or the development of pneumonia. “Gumi” means rubber in
German. In 1920, Dr. Hans Riegel was concerned that the chewing ability of children was decreasing, and prepared Gumi
candy by solidifying fruit juice with gelatin in order to improve oral function. Currently, super aging of society is occurring
in Japan. In addition to Promotion 8020 (a campaign encouraging Japanese people to keep 20 or more of their own teeth
until the age of 80), there are other activities focusing on the relationship between healthy longevity and chewing, such as
the Ministry of Health, Labour and Welfare (MHLW) Grant for Scientific Research on “Investigation of the relationship
between oral health and general health.” As a result, it is now known that oral function is closely related to systemic
functions. Consequently, we have planned a study to investigate whether daily chewing of Gumi candy containing reduced
CoQ10 results in direct absorption of CoQ10 through the oral mucosa, increases the production of saliva, and affects oral
function.

The subjects will chew 2 pieces of Gumi candy once daily after breakfast for 8 weeks. The following comparisons will be
made between before the study and after 8 weeks: amount of saliva secreted, oral functions such as swallowing and bite




force, level of oxygen radicals in saliva, antioxidant capacity of saliva, salivary level of CoQ1, and subjective assessments.
The study procedures are shown below. An outline of statistical analysis of the primary efficacy and safety endpoints is
provided below. Details of statistical analysis will be described in the Statistical Analysis Plan written by the statistician
and will be finalized prior to database locking.

Study design: Placebo-controlled, double-blind, parallel group comparative study.

Study subjects: 50 men and women aged between >40 and <80 years with a subjective decrease in secretion of saliva.
Randomization:
1) Randomization of study products
The study randomization manager will use the random number function of Microsoft Excel [RAND ()] to randomize
the study products A and B to groups X and Y. The randomization method is as follows: Random numbers will be
generated for study groups X and Y, and the study products A and B will be assigned in descending order of these
numbers. Then the study product randomization table (key code) will be prepared.
2) Allocation of study products
The study randomization manager will randomly assign subjects to groups X and Y if they are judged to be eligible
based on the results of the screening test and their secretion of saliva. An assignment table describing the study
product and the subject ID nos. will be prepared. There should be no significant differences between the study groups
for each stratification variable.
3) Sealing of the study product assignment table
Following completion of 1) and 2) above, the study randomization manager will check everything and confirm that
there are no issues. Then the study product assignment table will be sealed and it will be securely stored in a locked
cabinet until study completion.
4) Opening of the study product assignment table
After database locking, the study product assignment table will be opened.

Study product:

Name) Gumi candy without or with reduced CoQ10 (55 mg)
Candy containing reduced CoQ10 (per 2 pieces of the test candy (5 g))

Raw materials Composition

Maltitol 3470 mg
Dietary fiber 780 mg
Gelatin 370 mg
Reduced CoQ10 110 mg
Glycerin 80 mg
Vitamin C 75 mg

Candy not containing reduced CoQ10 (per 2 pieces of the control candy (5 g))

Raw materials Composition

Maltitol 3470 mg
Dietary fiber 780 mg
Gelatin 370 mg
Plant oil 110 mg
Glycerin 80 mg
Vitamin C 75 mg

Dosage and administration of the study product:
Two (2) pieces of candy will be chewed after breakfast once daily.
If a dose is missed, double the amount is taken on the next day. However, the maximum daily dose is limited to the
amount for two days (220 mg of reduced CoQ10), and the amount for 3 days or more is not to be taken.
Inclusion and exclusion criteria:
Subjects who voluntarily give consent to participation in the study and satisfy the following inclusion criteria without
meeting any exclusion criteria.
1) Inclusion criteria
(1) Persons who have noted a subjective decrease in the secretion of saliva.
(2) Men and women aged between >40 and <80 years at the time of giving informed consent.
(3) Persons who have received an explanation of this clinical study, and who are able to understand the study and give
written consent themselves.
2) Exclusion criteria
Among candidate subjects who meet the inclusion criteria, the following persons are excluded.
(1) Patients receiving pharmacotherapy or radiation therapy to the head and neck.
(2) Persons who regularly use drugs, specified health foods, or health foods that could affect the results of the study.
(3) Patients with a history of (or currently suffering from) severe diseases affecting the heart, liver, kidneys, or
digestive tract.
(4) Pregnant women, nursing women, or women who wish to become pregnant during the study period.
(5) Patients with Sjogren syndrome.




(6) Persons with extremely irregular dietary habits, as well as those on shift work or night shift, and those with an

irregular lifestyle such as those under severe stress.

(7) Persons with allergies to drugs and foods (especially apple and gelatin).
(8) Persons currently participating in another clinical study of a drug or health food, persons who completed such a

study within 4 weeks before enrolment, or persons who intend to participate in another study after consenting to
this study.

(9) Other persons whom the investigator or subinvestigator judges to be inappropriate for this study.

Test items and methods

1))

2)

3)

4
5)

6)

7)

Demographic profile™: Sex, date of birth, age, medical history, complications (symptoms/signs), current
medications, regular drugs, specified health foods/health foods.

Measurement of the saliva flow rate: A rest test, Saxon test, and gum test will be conducted from 14:00 to

16:00.

The rest test measures spontaneous secretion of saliva over 15 minutes when a subject is relaxed.
The Saxon test measures secretion of saliva when sterile gauze is masticated for 2 minutes
The gum test measures secretion of saliva when gum is masticated for 10 minutes.
Swallowing function test: repeated saliva swallowing test (RSST). The number of times saliva is swallowed
during a 30-second period is measured.

Bite force test: A GM 10 occlusal force meter is used to measure the maximum bite force of the molars.
Salivary level of oxygen radicals/antioxidant capacity: The Pocket Chem i-Pack Oxystress Test (Arc race) is an
automated rapid test used to measure oxidative stress/ antioxidant capacity. The reaction solution contains
thiocyanic acid compounds and iron (III) ions that form a red complex with oxygen radicals, so the reaction
solution becomes red in the presence of radicals. If a reducing substance is added, the reducing effect
(antioxidant effect) of the substance will reduce iron (IIT) ions to iron (II) ions and the reaction solution will lose
its red color. Accordingly, an extract of saliva is added to the aforementioned reaction solution and the change of
absorbance is measured. Then the antioxidant capacity of saliva samples is calculated.

Amount of CoQ10 in saliva: Trace components of samples are quantitated by LC-MS/MS at Techno-Research at
Kaneka.

Questionnaire: The Anti-aging QOL questionnaire (refer to the Attachment) will be used.

*1: Only for the test before ingestion
Statistical analysis: The results will be analyzed by 2-way ANOVA with repeated measures.

The investigator will lock the analysis data after study completion.

* The sponsor (Kaneka Corporation) will outsource this study to the Department of Pathology, School of Dental Medicine,
Tsurumi University and CPCC Co. Ltd. Assay of CoQ10 in saliva samples will be conducted at Kaneka Techno-Research,
a subsidiary of Kaneka Corporation. In addition, Chiyoda Paramedical Clinic (managed by CPCC Co. Ltd.) was requested
to participate by CPCC, after which ethical review was conducted at the clinic and approval was granted.

Examination schedule

Item Explanation Study product ingestion period
meeting
Before ingestion Week 8

Written informed consent o

Site visit o ) o
Subject demographic profile 0

Study product ingestion < >
Medical check ) o
Measurement of saliva o o
Swallowing function test ) o
Salivary antioxidant activity o o
Questionnaire o o

5. Study subjects, study site, and study period
Study subjects: Fifty (50) men or women aged between >40 and <80 years who understand the purpose of the clinical




study, voluntarily indicate willingness to participate in the study, and have the subjective symptom of
decreased secretion of saliva. An explanation will be provided by using the Subject Explanation Sheet
before obtaining consent, and only samples obtained from subjects who consent will be analyzed.
Study site: Dry Mouth Clinic, Tsurumi University Dental Hospital
Kaneka Techno-Research, Co. Ltd. for assay of CoQ10
Study period: After approval by the Ethics Committee until March 2017

6. Ethical considerations from the perspective of medical and dental science

(1) Clarification of the study purpose and significance, and comprehensive evaluation of the risks associated with the study
and its medical and dental benefits

<Purpose and significance> By regular mastication of Gumi candy containing reduced CoQ10, scientific evidence will be
obtained regarding its effects on the function of oral structures such as the salivary glands, facial muscles, and masticatory
muscles, as well as the psychological effects of mastication.

<Risks associated with the study> This study uses saliva samples and sampling is noninvasive. Accordingly, there are no

risks.

<Medical and dental benefits expected> It will be determined whether reduced CoQ10 in Gumi candy (a commercial
product) can be directly absorbed through the oral mucosa. In addition, if chewing Gumi candies improves oral function, it
may lead to prevention of oral disease and thus contribute to society.

<Overall assessment> Taking into consideration the overall program of this study, safety is ensured since a commercial
product is being used. Also, testing is convenient and samples are obtained in a noninvasive manner. Therefore, this study
is considered to be useful.

(2) Protection of the rights of subjects

Personal information of the subjects will be retained by the investigator (Personal Information manager). If a subject
wishes, the results of analysis will only be provided to that subject. When the results are published, any information that
identifies an individual will not be disclosed in compliance with Personal Information Protection. A linked anonymized ID
number will be assigned to each sample, and the correspondence table and personal information will be stored in a secure
locked cabinet.

(3) Method of obtaining consent from subjects
Study staff will give an explanation to a candidate subject using the Subject Information Sheet and obtain written informed
consent. Anonymized linking of samples and information will be done in this study.

(4) Other matters

There is a conflict of interest in relation to a private company (Kaneka Corporation) providing Gumi candy free of charge.
However, the Conflict of Interest Committee of the Tsurumi University School of Dental Medicine determined that this
conflict of interest can be managed. Research funds, Gumi candy for use in the study, and assay of CoQ10 in saliva will be
provided free of charge by Kaneka Corporation and Gumi product liability will be the responsibility of the company.
Regarding conflict of interest, the specified form shall be followed when presenting the study results at a conference or at
the time of publication.




Attachment 3 (Related to Article 13)

Notification of Review Result

December 15, 2016
To Koufuchi Ryo, Lecturer
Department of Pathology

Tsurumi University
Katsuko Ito, President ~ Seal

Reference ID: 1428

Study title: Investigation of the effects of chewing Gumi candy containing reduced coenzyme Q10 on
oral function

Investigator: Koufuchi Ryo, Lecturer, Department of Pathology

Regarding the above study for which Ethics Committee review was requested, the protocol was reviewed by the
Ethics Committee on November 15, 2016. Please find the judgment below.

Note
Approval Conditional approval Recommendation for change
Judgment
Not approved Not applicable
This application is conditionally approved with the following observations.
* In Application 4, “Healthy” study subjects. “Healthy” should be deleted. The same applies
elsewhere.
* In Application 4, the Exclusion criteria should be modified. The same applies elsewhere.
* In Application 4, Test items and methods 2), the test time should be described. The same
applies elsewhere.
Reason or * In Application 5, Study subjects, “Healthy” should be deleted. The same applies elsewhere.
. * In Application 5, Study period, the description should be changed to “After approval by the
recommendation . . . v .
Ethics Committee until ....” The same applies elsewhere.
* In Application 6, (4) Other matters, the conflict of interest should be described in detail.
*  For the study product in Study Outline of the Study Plan, “55 mg” should be deleted from
the product not containing reduced CoQ10. The same applies elsewhere.
* In Study Plan 13, Handling of Source Documents and Records, the data storage period
should be changed from 5 years to 10 years.
e The term Legal Representative should be deleted from the section about Informed Consent.

Note: Applications must be submitted by the end of each month.




