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The ASEAN is predicted to become the 4th-largest economy in
the world by 2030 after the United States, China, and the
European Union, Singapore PM Lee said in his speech at the

opening ceremony of the 50th ASEAN Economic Ministers
Meeting held in Singapore.

Business Review Singapore, 30 Aug 2018



1. SR PR A S bih 8 ¢ S A A AAHSA
BFAMAET Aot 4 BIRRARNK, AHAAREFBRABHAS
BERESADRER ST ENE REERE.

WA a5t 5] (Allied Market Research) 89—y #2435 |
HAHET H R RPERMAL. HOBER i E w0 SR,

348 A3 E R (CAGR)3 T H 2 7.33 9.

Innova Market Insights 2838, 20155F A 3k #1 L F a9k L16% & A =,
2 7420135F8911%

The Asia Pacific region is expected to see huge opportunity for growth over the next few years as the nutraceutical
and functional food industry sees shifts in lifestyle trends and fitness habits. A report from Allied Market

Research indicates consumers are increasingly aware of the health benefits to be found in dietary supplements,
botanicals and functional foods, resulting in an estimated 7.33 percent CAGR. Innova Market Insights found 16
percent of global supplement launches in 2015 came from Asia, up from 11 percent in 2013.

Source:

ASEAN Market Overview Nov 20, 2017 https://www.vitafoodsinsights.com/market-trends/asean-market-overview !
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Top Trends in ASEAN Dietary Supplements 69 ] 24,’%; 9{( 7t !
Market Size 2020 - Industry Revenue and i

Upcoming Demand {23 FORTUNE & % 8 a
ASEAN Dietary Supplements Market Size, Share, Growth, Revenue, Global Industry Al BUSINESS INSIGHTS HOME INDUSTRIES SERVICES INSIGHTS
| Fortune Business Insights™

"Market I

B N 4 o "
020, 7S @ Food & Beverages ! Southeast Asia Dietary Supplements Market Your Succ

As per the new Fortune Business Insights™ report, titled “ASEANDijetary Supplements Market 5i Southeast Asia Dietary Supplements Market Size, Share & Industry Analysis, By Type

Analysis, By Type (Vitamins, Minerals, Enzymes, Fatty Acids, Proteins, and Others), Form (Tabl (Vitamins, Minerals, Enzymes, Fatty Acids, Proteins, and Others), Form (Tablets and
Liquid), and Regional Forecasts, 2019 2026" the market value stood atUSD 6.92 billion in 2018. Capsules, Powder, and Liquid), and Regional Forecasts, 2019 - 2026
TheASEAN Dietary Supplements Market Sizeis set to reachUSD 10.60 billion by 2026, exhibiting Region : Global | Format: PDF | Report ID: FBI101943 Share ﬂ ﬂ m
forecast period. Increasing prevalence of lifestyle-induced disorders, or Non-Communicable Dis
and cancer, will be a key factor driving the food supplements market growth. Estimates comput _

Table of Content Market Segmentation Methodology Infographics = Request Sample PDF
Organization (WHOQ) state that close to 8 million people die every year in Southeast Asia due to
the total deaths in the region in a given year. KEY MARKET INSIGHTS m Listen to Audio Version

The Southeast Asia dietary supplements market size was valued at USD 6.92 Billion in 2018 and is projected to reach USD 10.60
Billion by 2026, exhibiting a CAGR of 5.60% during the forecast period (2019-2028).

AR
https://www.wrcbtv.com/story/41831317/top-trends-in-asean-dietary-supplements-market-size-2020-industry-revenue-and-upcoming-demand
https://www.fortunebusinessinsights.com/industry-reports/southeast-asia-dietary-supplements-market-101943 9
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https://www.hsa.gov.sg/health-supplements/overview
http://www.moh.gov.bn/SitePages/Traditional%20Medicine%20and%20Health%20Supplement.aspx
https://www.npra.gov.my/images/00NPRA/health-supplements/appendix4HS.pdf
http://www.pom.go.id/new/
https://dav.gov.vn/en
https://www.officialgazette.gov.ph/2015/02/20/implementing-rules-and-regulations-of-republic-act-no-10611/
http://food.fda.moph.go.th/law/index.php
http://www.fdd.gov.la/showContent_en.php?contID=15
https://www.ddfcambodia.com/
https://www.fda.gov.mm/?cat=15
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l//(J’_ 7}‘}'5{\//‘? 48 /57'%)]3 E F’%'( lfé!? % /% https://www.trade.gov.tw/Pages/List.aspx?nodelD=4176
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%ﬁﬁﬂiﬁﬁiﬁiﬁz.ﬁﬁ 7]‘EI Fﬁ%E] EH https://www.hsa.gov.sg/health-supplements/overview
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http://www.moh.gov.bn/Shared%20Documents/Traditional%20Medicines/1.1%20Guideline%20for%20Importation%20andor%20sale%200f%20TMHS.pdf
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https://www.trade.gov.tw/Pages/Detail.aspx?nodeID=4176&pid=700546&dl_DateRange=all&txt_SD=&txt_ED=&txt_Keyword=&Pageid=0
https://www.trade.gov.tw/Pages/Detail.aspx?nodeID=4176&pid=700545&dl_DateRange=all&txt_SD=&txt_ED=&txt_Keyword=&Pageid=0
https://www.trade.gov.tw/Pages/Detail.aspx?nodeID=4176&pid=700544&dl_DateRange=all&txt_SD=&txt_ED=&txt_Keyword=&Pageid=0
https://www.trade.gov.tw/Pages/Detail.aspx?nodeID=4176&pid=700540&dl_DateRange=all&txt_SD=&txt_ED=&txt_Keyword=&Pageid=0
https://www.trade.gov.tw/Pages/Detail.aspx?nodeID=4176&pid=700538&dl_DateRange=all&txt_SD=&txt_ED=&txt_Keyword=&Pageid=0
https://www.trade.gov.tw/Pages/List.aspx?nodeID=4176
https://www.hsa.gov.sg/health-supplements/overview
http://www.moh.gov.bn/Shared%20Documents/Traditional%20Medicines/1.1%20Guideline%20for%20Importation%20andor%20sale%20of%20TMHS.pdf
http://www.fdd.gov.la/showContent_en.php?contID=15
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—. T

A 2 S e A B (Vietnam Food Administration, Ministry of Health)

—. kR

(—) A% &g B 7A20185F2 A 2 B 28 2 %15/2018/ND-CP3E % = ( [ B4k iTm A | )
(=) AR BT A 2542014511 A 248 28/ 2 $43/2014/TT-BYTSE 2 ([ A RE AT | )

=, o

(—) E & 54 (product declaration) (354 # %15/2018/ND-CP3i3k € 5 71%)

1. Es'5 4% (declaration form) = 4kl, Form No.02;

2. o R T EEMAZEZ A HEHEE (Certificate of Free Sale, CFS). i @357 (Certificate of
Exportation) 2 /4 4 77 (Health Certificate) (JA4E4AFZH)

3. BT EAI2ZEA N, BHIHZFTHRE RTAI1S0170254& EF BT A2 A % a9 o F % (food safety data
sheet) (EARLAFTAR) ; ZR LD A ML AR HAAGHEINIRBE R AR EERANT L LZLIIZ;
4, ERIBRDEXRIAZFEHRE LMY (EAREAEYR) ; ZRARSHARIAZER, FHHZARARFA
% AN B2 15%,

5. BA2019F7H1 B A&, &4 s (dietary supplements) J84& i GMP5 B 2, A4t 5] 5 54 /7 36°FH »

(=) & &b 'e &35 M 4%2 /7 (procedures for registration of product declaration) (& %# %15/2018/ND-CP3% %
T H8ME)

1. W E T e A% 7 A SR 22 A8 M 2 MAZ Ao

2. MAMANRENKI TP ALHZFAT, HA2E TR NEFTEZIEIAZE E ST S2MEZ (Certificate
of Registered Product Declaration) = F4kl, Form No. 03

() B oe223%2E (Certificate of Food Safety) (F 4+ %15/2018/ND-CP3Fi&k < 11, 12, 281%)

1. AR R HEHREEERHARBFRLRLLES, BA HI12EF1AZIPIINEF, 01EH (k) KB %X (food
business) ELB4F T 7343 : GMP. HACCP. 18022000. IFS. BRC. FSSC22000 % i1t 5] 5 581

2. BEMARZ B HAST AL AN S oAb, QERAFAREZLE RS, B L, LEHEE,
VAR AR L B 3R P R 3 18 A2 . e RECAH Z A8 M A BB A

3. AR SR LM A 8 I GMPAR B AR A 8 13
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2. WMBBIT R MR R RS ER-EA R o

— MM | RREERRSENTEE

= . ERARIE | & & EFood Act BE 2522

No. 293, 294, 309, 405

A% TR B Re 7 7 on RF Z A A i > A B
AL BT R

A ZFHE R

=, o s | (PHAARALEFARCEMEDZIEDH) PHE D ELZBLA: 025907320 Ms Nattana
—, B0 HAZFRARREN TR AHTFED B#G, LEBAT A

(—) PHEORBEARRFTH

(D) PHFAWG G I EBA

() el EERT

(v9) 2 8] & E P8

(R) i 2398 L (&)

(<) PHEBABA

(k) i O ARG R 5

() PHED R BENSF B MRS QoA T T RO R e S iR i R AERL A pdf
. KB oG T4, PIHE AE-submission & &t 1E O ) 28 % i@ E-submission & 4L Wi E 2 FH T,

P imchanok

=. AEAFDAZRE D R RAPHAT LB LFDA, L4k BB, #HBEERAETL BARERS S, FDAB A

0968606316 Ms

E-submission:

(1) B Bty

(2) & #FDASF &

(3) LA EFF

(4) & 2B A AR A
(5) Z@IL A4, RIFAITE



https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=F85FEB91BA7285B3
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FP R st B4 6 22 5 (BPOM ) NADFC, The National Agency of Drug & Food Control

—. ERIRIE

BPOM 2001 % HK 00. 05. 4. 03960%% 4 (FhfE & 5= 1~ fF2 A Aristolochia SP Plantm %)
BPOM 2001-F %HK 00. 05. 4. 03961374 (£k 4 & &b 1~ 1% 7% Ephedra Plant s %)

BPOM 2005 % HK. 00. 05. 41. 13815k 4 (R 12 & S0 6931 42 5)

BPOM 2007-F % HK. 00. 05. 42. 6575%% 4 (Ffg & %~ 135 A Benzi lpiperazinmi %)

BPOM 2019-F % 16571415 (FRfE R sm a9 B E)

BPOM 20195 #1755.44& 1) (PR A & 0 69 o B & K)

BPOM 2020-F % 1155 4515 (PR f & So32 M a9 & 2 5 52)

e

=, #ofL5

1. R SR RS E LIAR G PR A e84 32 &) (BPOM) W3R LT 25T, O S A F LT 57T A4 7T #2037,

2. SrBRER AL AT PHFLETHT, LALHPRARNKEE PH,

3. FFRAHABNGRMBESTH LTHT, ZRKbBUF LEME RBUT A EATZL IGMPER, R E 0B PH ETHT, T &
K3 B BUR BB REBUF IR AEARAEAZ B A9 GMPERBH

4, FPRABIELET G BPOM) &8 BEHE (RS (RA AT AHEES) ., 2 ES. Q) k. (4) 124 ¥ % (traditional
medicine) . (5) fR4E R &t (Food Supplement) ¥ A48 & 5, M RSALAL T —H, HAHE ST RIRE AR L JA 5 1% #7BPOM
89 LT, HINB B S AT BT SR B 0 B oL A 8 s BPOM W SR AE 1 3R T

5. BPON B iz L A E AT LRENSE, UHERBRGEE 7 EK, LaFTAFRARME, BPOME L 24 & &6y L7 |
o, BEARESRREHER

1. BPOMW AT VAL 4R LA S w3 £ 4%, H & S48 B 3800 SAF 4 B4R, f5BPOM T Ak M B SELAE 3244 PP A% 5 7 35 ¥ 43 9% o

2. Pk BTN AL, BB HMAT TR,

3. WHIFM: PHEMRET ZTRALHUEL, BREZHLR, F—EoPYALTHFITTHAFFFLEEZA1F UL, RRAEA S
HAITHEERALRE, AR g 9@ RBtEI ARG R, SHERBALATHATARRT RER EFHT,

1. GMPZEHA: PP RARME R o0 W 37 L 77 3F 71 0§ 2 K GMP=E A () BURF 48 RBUR IR AR AS) , WA R B CBUH R seGMPH B, A H K
M #6458 4T 25 TQF (Taiwan Qual ity Food) 323, M ikSHEp | EAEH, PR ESEMEIE A BPOM) %Kk T, THEEETRE
TQF & B A= L PIC/S Site Master File VAAXE-GMP58f ,

2. FREBESAMFELAEST, RERASHES AL & ARG 6 £ 5, 15




2. BRI LA R R EA-FAHE &2 i)

—. ZEHM

Bk G A A E e % & (National Pharmaceutical Regulatory Agency, NPRA) NPRA), £ 355
BENSHEERUARNMERZ B, ., oF. BEEREREHGFE(L, NPRA TF AKER S
(Health Supplements) Z & #A .

(7 HREHEHEILRITBEY RIS R %T B (Food Safety and Quality Division, RIZABM A &
ARG Es, HARSTAMORD, BEAIITZ IHEE. )

—. ERIRE

=, #EofF

(—) RBREEAEREEZR 2017 F 11 A 1 BA&, TARLEZ [ L4424 T WAFERIBRT TR
2ok | MM EG LIRS ERA S, BERERF  £2408 5K B S FREALBIERL
Bk, TR [ A RETREEREZ | AT RRBEATERE | ZEHALIH, GO vf
BEFASHR [ B ABARERIEEES |, RAELE 6 B, RIFKREZIGHL4L, ¥£%
THRmEBTREETREGZYHE, BIFLT 44T 7 BA,

(=) BR®\E NPRA £, RBEKELESRE o TEGEARETREHE R LG REPH, &
AT EAZ R S A L 2 A ENPRA 37935 ( resubmit), F—FEmE ( T4 1 BANTRK,
ZIBEFANGATE B4, B EM evaluation) XEF 6 B H, =i NPRA #fd@smwEALE R,
Je BB AF S E S B LR AR FAESR LA

P A

(45 T, | HREEEREE ST E R EE PR, pdf
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https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=20C1C46D6F35774B
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—. EZEAM | FEEELRRSENT LT

= ERAERAE | () AARMIERES AR AR AES, FRAFIABZZ [ RERS | 2H8, bk
g 5o B ATE ] 3E BB S AR B A AL

=, #ofER | (—) FRLELFTRELOZRKERLLIAZIEREAEI FDA & FT2M 2% (Electronic
Registration) At , /3 & iz MK Certificate of Product Registration.

KIAAL . BT H T 5B E i RS TR AR 5 A EFDAS 2016 0143584 . %
2016 004382 & 2014 0029347 B 44,

(=) SEBFDASH#H2 SBAZF BT A % 2014 003035 /78 4R 199948 #2358 %, & 4 pT AT AL4E
B m¥) Atz = [ No Approved Therapeutic Claim |

=) AR iR AR B AL e A

P A

- E T3 | EREREE ST IR FR P HRY. pdf

- ZTH | EEERER ST AR B P HE R AR, pdf

- ZTH | EEE AR ST AR B PR A 42, pdf

- Z T | FEEE AR ST AR B P 3R 0A M43, pdf
[ 465 T8 | FEEFRAE R S0 5 k8 & 5 B8 WP 24 27 9 It 44, pdf

- Z T | EEE AR ST AR B PR A 45, pdf
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https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=880C1642E8E5ABE0
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=880C1642E8E5ABE0
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=5177C80B691CD2FF
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=5177C80B691CD2FF
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=9302AA39C64DB25D
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=9302AA39C64DB25D
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=172EB17F92E7FF8A
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=172EB17F92E7FF8A
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=FFBA717C853DD21D
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=FFBA717C853DD21D
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=AC3CEA9B325989E9
https://www.trade.gov.tw/App_Ashx/File.ashx?FileID=AC3CEA9B325989E9

2. HEBLIAAT RWh B AR s BB AL - R AAHSA

—. TEMH | A REYRL T

—. *®RRHE | A. Medicines Order, 2007

B. Poison Act (Cap.144) & The Poisons Rule

C. Misuse of Drugs Act (Cap.27) & The Misuse of Drugs Regulation

D. ASEAN Annexes on Traditional medicines (TM) and Health supplements (HS)
E. British Pharmacopoeia (2013)

=. 42 % | every importation of TMHS must go through Brunei Darussalam National Single Window
(BDNSW) for endorsement. To facilitate the importation, you are encouraged to submit

the application for importation and/or sale of TMHS to the TMHS Unit prior to its
importation.

http://www. moh. gov. bn/Shared%20Documents/Traditional%20Medicines/1. 1%20Guidel ine%20for
%20 Importation%20andor%20sale%200f%20TMHS. pdf
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http://www.moh.gov.bn/Shared%20Documents/Traditional%20Medicines/1.1%20Guideline%20for%20Importation%20andor%20sale%20of%20TMHS.pdf

3. AR R WL AR T ARATHS

AAHSA

ASEAN Alliance of
Ith Supplement Associatior

“k 2 &= Health Supplements”

e X Fl 77 AR R 3y 28 IR e 2 & A RS AR R T Ak 69454 £ oo
A5 e — R FME, RATEAGEL:

. HBAEE. RMWE. ZAR., BHR., Br, S2ARAMFLMELERSE

. FTA B Et. B FHE RARRBRZI T, QIERBY., ik, B4
Y. K

iii. Ci) A= Gii) PRIGRI>Z LSRR

E St &

X

WA X, ADBARE (FleBE. AR, B, &R RA, ~MFetE
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Purpose

any product that is used to supplement a diet and to maintain, enhance and improve the healthy function of human body

Composition/

contains one or more, or a combination of:

Ingredient I. Vitamins, minerals, amino acids, fatty acids, enzymes, probiotics and other bioactive substances
Ii. Substances derived from natural sources, including animal, mineral and botanical materials in the forms of extracts, isolates,
concentrates, metabolite
li. Synthetic sources of ingredients mentioned in (i) and (ii)
Product presented in dosage forms, administer in small unit doses (e.g. capsules, tablets, powder, liquids),

Format/ Form

shall not include any sterile preparations (i.e. injectable, eyedrops). 19
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R ARAE e B AT FAHRGE B EZN? % 367
1 Ja#+ & ¥ %' & Negative List of Substances No
2 AN B e BX A5 B Additives and Excipients Yes - B SN Aa A AL, B
3 5 k= Limits of Contaminants Yes - & o A AL
4 | mARAR R A SRS R (TSE) 69 B No
Minimising the Risk of Transmissible Spongiform Encephalopathies (TSE)
= Z R ARk B Ak Stability and Shelf-Life Yes — B & o ik HL
6 JE a2 R AEZE R B Safety and Substantiation Yes — B B S AL
7 & ou 'Z A R AZZE Claims and Claims Substantiation No
8 | MRREMEEX GMP B RARAER S E H GMP S 5]
9 % SuAZ R, Labeling Requirements Yes - & su ik H
10 | A ZA7 PR RS = Maximum Levels of Vits & Mins Yes — & Suifsm | kAL



http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Negative-List-HS-V4.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Additives-Excipients-HS-V3.0-with-discl....pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Limts-of-contaminants-HS-V2.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-for-Minimising-Risk-of-Transmission-TSE-HS-V2.0-with-....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Stability-and-Shelf-Life-HS-V1.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Safety-Substantiation-HS-V1.0-with-discla....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Claims-Claims-Substantiation-TM-V2.0-with-discla....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guideline-on-GMP-for-HS-Appendices-as-of-2-june-2015-with-disc...1.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Labelling-Req.-for-HS-2-Oct-2015-rev-with-discla....pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-General-Principles-for-Max-Levels-Vitamins-Minerals-HS-V4.0-wi....pdf
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Association of South East Asian Mations [ASEAN)

ANNEX|

ASEAN GUIDING PRINCIPLES FOR
INCLUSION INTO OR EXCLUSION
FROM THE NEGATIVE LIST OF
SUBSTANCES FOR HEALTH
SUPPLEMENTS

T ER T

AAHSA

ASEAN Alliance of
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Appendix 1 NEGATIVE LIST OF SUBSTANCES FOR HEALTH SUPPLEMENTS

—_— Harmful Animal/ Mame of Hormful Compouwnd or .
Scienfific Name Common name(s) Plant Pari(s) Compound Class Ban Status in HS
Abrus precatarius L. Indian Lmuncet. Abdn, which consists of albrus
Precatory bean, Jequerdty, Mufual . : ;
. ! . Seed agglufinin, and toxic lectins Banned
lowe Bean (China), Kudhd Mani abrins
(Tamil}, Gurg Ginja [Telegu)
Acnml.um spp. containing aconite Monkshood, Aconite Whole plant Aconite alkaloids Banned
alkaloids
Adonis wernalis L. Pheasant's eys Whole plant Cardias QIEMI#ES' =2 Bann=d
adonitoxin]
Groowth hormone,
prolacting adrenocorico-fropic
homrnone,
Parts that may contain Thyroid-stimulating hormone,
hormones: Pituitary gland. Fallicle-stimulating
. . Thyroid gland, hornone, luteinizin
Animals parts containing hormones - F-::r-:’rhy'mlrirrd glc?nds. Adrenal hormome, ? Banned
glands, Pancreas, Thymus axytocin,
gland, antidiuretic
Owary, Testes, Placenta hormone, thyroid hormone,
k calcitonin,
parathyroid
hormone, mineralocorti-coids,

Sof 18 I Version 4.0
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Association of South East Asian Mations {ASEAN)

ANNEX 1. 4& B iAo | Fa BX S 25 69 22 W

ASEAN GUIDING PRINCIPLES FOR AW

THE USE OF ADDITIVES AND 2. 5w k| e B S 7] 2 2

EXCIPIENTS IN HEALTH SUPPLEMENTS - ‘
- 3. RN H A BX S B ag A2 28, BAS Ao bt B
e e e 4. B4 ARG (GMP) 4& A BN —= V7 A%

5. [ P 78 A ) Fa B A ) 5] & —T 5% s #T R
CODEX GSFA, z5 Bl &M H|FH#, ZhHhit
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iy =% > /=5
I},ﬁ]— /{4:_2 //}Jt% 75‘3 7#?'] ﬁﬂ /Elg& ﬁ} 64?'] Diagram 1: Procedures for Determination of the Use of Additives and Excipients in Health

Supplements
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il e Bk T A B AL

Use the limit in the adopted
List of Resfricted Additives
and Excipients

In the adopted List of
Festricted Addifives
and Excipients?

i A A SRS I 71
Fo J] = [R5

Im the latest version of Codex General
Standard for Food Addifives Provisions
for Food Supplements (13.4] 2
or
Handkbook of Pharmaceutical
Excipients or Official Pharmacopoeias
as specified in section 52

CODEX GSFA 13.6,

Use according to the limit
in the reference

Safety data should be
submitted fo the national
confrol f regulatory authorty
for evaluation and approval
for use
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Appendix 1 THE LIST OF RESTRICTED ADDITIVES AND EXCIPIENTS FOR HEALTH SUPPLEMENTS

ASEAN Alliance of

{ealth Supplen

ltem

Common name

Coloring agent

INS No./
CAS No.

FAO /WHO Food Standards ENGLISH | FRANGAIS | esm'ooL_l

[maamnl = L. Llon leoae

CODEX alimentarius

Allura Red AC

129

C
C

F

GSFA Online

Updated up to the 42"4 Session of the Codex Alimentar Pha r

FOOD ADDITIVE INDEX

Brilliant Blue FCF

133

C

mo

Caramel lll -
Ammonia process

150¢

Caramel IV - Sulphite
Ammonia Process

150d

Carmines

O0O00

10029 | version 20

- -
This page contains an index of individual food additives . - Br't'Sh

Clicking on an individual food additive or food additive - - Approved

food additive.

Clicking on "Show synonyms" will display food additive 2017

A British Pharma

Jump to:

A B CDEVFGHTIKL
Z

>

Acesulfame potassium (950) Incorporating Int
Acetic add, gladal (260) Nonproprietar
Acetic and fatty acid esters of glycerol (472a) Y
Acetylated distarch adipate (1422)
Acetylated distarch phosphate (1414)
Acetylated oxidized starch (1451)
Acid-treated starch (1401)

Adipic acid (355)

Advantame (969)

1l text arc his journal is a

m/0007-070X.htm

The current
www.eme

Food additive control: a survey
among selected consumers and
manufacturers

Bibi Nadia Shaheen Koyratty and Badroonesha Aumjaud
Department of Agriculture and Food Science, University of Mauritius,
Redwit, Mauritius, and
Shalini Amnee Neeliah
Sustainable Agri-Food Systems, Quatre-Bornes, Mauritius

Abstract
Pur Tt 1 of this paper is to explore consume wledge, attitudes and practices relating
to food additives and to investigate manufacturers’ attitudes and practices pertaining to food additives

and their contr

Design/s y oach - (1 aire ad i face-to-face intes
conducted with 180 consumers from the poj ng at the University of Mauritius while
an interview guide was used for in-depth interviews with 12 manufacturers,

views were

Findings - The results showed that 65 per cent of all respondents never checked food labels for
additives. Overall, the respondents had poor knowledge on food additives. A significant relationship
was established between level of education and knowledge rating based on percentage correct answers

0.05). The mean percentage correct answers for consumers with
eased in the following order: primary education; secondary education;
< 0.05). The responses relating to attitudi nents reflected indecision and
h local food m: wrers revealed positive attitudes
Several problems relating to additive control were mentioned,
enforcement,

arch limitations/implic: Given the sample sizes, the consumer research should not be
extrapolated to the Mauritian population while the exploratory manufacturer study should not be
generalised to the whole food industry

Originality/value - These findings provide a fact
current food legislation and development of education s
enhancing the effectiveness of the national food control

Key
Paper type Research paper

for further investigations, review of
gies for consumers, all aiming towards
stem in Mauritius.

eywords Attitudes, Knowledge, Practices, Consumers, Food additives, Manufacturers

1. Introduction

The role of food additives in maintaining food supply worldwide has become more
prominent in recent years (US Department of Agricultu ). Tl
tools in the manufacture of many food items to ensur
shelf-life and enhance consumer appeal (Ilback and Busk, , consumers
tend to look upon their presence in foods suspiciously and many seek to avoid them

The University of Mauritius is acknowledged for its support of this research along with the ©*

valuable contribution of all consumers and participating food industries.

ent Associatio

Food additive
control

Accepted 13 /

Emerald
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Association of South East Asian Nations (ASEAN)

ANNEX Il

ASEAN GUIDELINES ON LIMITS OF
CONTAMINANTS FOR HEALTH

SUPPLEMENTS

AAHSA

ASEAN Alliance of

Viersion 2.0

=T F R
1. &4k 2 W4EH 3 RERY
. T2 kRE
245 |#% Lead A Arsenic #& Mercury |%35 Cadmium
fRe NMT NMT NMT NMT
10.0 mg/kg 5.0 mg/kg or 0.5 mg/kgor |0.3 mg/kg or
or 10.0 mg/L | 5.0 mg/L 0.5 mg/L 0.3 mg/L
(10.0ppm) (5.0ppm)* (0.5ppm) (0.3ppm)
*EEE
0.3 mg/kg or 0.3
mg/L (0.3 ppm)
& < 20ppm < 2ppm 2T ML
HRR
=RE
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AAHSA

Route of Administration

Acceptable criteria fer micrebiclegical quality

TAMC

TYMC

processing (for example,
extraction) or pre-
treatment reduces the
levels of organisms to
below those stated for this

(CFU/g or CFU/ (CFU/g or CFU/ _ Specified
Microorganisms
ml) ml)

For Oral Use

A, Health supplement
products containing - NMT 102 CFU of
materal of plant crigin, Escherichia coliin 1g
with o without excipients, or TmL
iniendedl for ihn‘e , NIMT 5 % 107 NMT 5 x 105
preparation of infusions
and decoctions using - Absence of
boiling water [for example Salmonella in 25g or
herbal teas, with or without 25mL
added flavourings)

B. Health supplement - NMT 102 CFU of bile-
products containing tolerant gram-
materals of plant origin, negative bacteria in
with or without excipients, 1g or 1mL
where the method of NMT 5 x 104 NMT 5 x 102

Absence of
Eschenchia coliin 1g
or ImlL

category

Absgnce of
famaneilo n 'E!g oF

25mL
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2. AWK =
AgQueous prepanaticns - #bsence of

which does ot fall under MNAT 22 105 HMTZ2x 10 Eschenchia coli in 19

category &, B, C orD or 1mL
HDF{qPEG"IS . - Absence of

preparations which does MINIT 2 X 102 MMT 2 X 105 Escherichia coliin 1g

not fgll under category A,
B CorD

or TmiL

Z.  Heaih supplement
prod ..lf:Ts c?"ur::u"u ﬂg. . T 104 CEU of biee
r“u.::l'ren::lls.-:-' plant ongin, toserant gram-
with Dr.'..'l.ﬂrl"-c:b-..lT excipients, negative bocteda in
where it can be 1 or imL
demonsirated that the
miethed of processing (for
gj?;;f;:lﬁ::; $”" HIMT 5 2 108 HIRAT 5 2 104 'HDSE.FC‘.E of ..
. _ Eschenchia coli in 19
weater that is not boiing or or 1mL
I Temperatune
concentraticn) or, of pre-
treatment, would not Absence of
red.mfa- the ?:re. of samensia in 25g o
Crganisms su. ID.IE"'|11'=.' T? f—
reach the criteria reguired
under 8
HMAT 105 CFU of bie-
tokerant gram-
negafive bacteria in
1g ar 1mL
. Heafth suppiernent
products confaining
r“n::l.'reri::lls of '1-:|T..lr::|! . Absence of
an _m?l, plant or mineral) saimoneia in 10g or
DI‘IE!IF'. ar -..-.-.r- chi 1omL
anfimicrobial pre- MIMIT 2 X 104 MIMIT 2 X 103

treatment is not feasible
and for which the
competent guthorty
acoepis TAMC of the raw
miaterial excesding 104
CRU/gram or CRUSmL

Absence of
Eschenchia col in 1g
or 1mL

Absence of
Itaphylococcus
aurews in 19 o 1mL
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v BBAEIFE
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ANNEX IV

ASEAN GUIDELINES FOR
MINIMISING THE RISK OF
TRANSMISSION OF TRANSMISSIBLE
SPONGIFORM ENCEPHALOPATHIES
IN HEALTH SUPPLEMENTS

Version 2.0

ASEAN Alliance of

TERT:

1% e bk i 55 KBS % (TSE) &9 R Ta =248
WE R LR B R BH, BleFF
Wz g, BREASF,

1. R E 32

2. 18 %1% B A& B BSE S B[4 & 69 2k
3. RA R At kR AR E

4. PRfE & £ E B | R E £

30
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APPENDIX 3 SAMPLE OF TSE DECLARATION FORM

15E Submission Formi
Brond & Produch Hame:
EIt o
Ingradiand Cosaariliy Ardiral

Thigse Uied | Inlachivily Coumlny of Eeosord kad

| hesety undesoke that the above-mentioned product imported | manufactunsd |[delese
where appropiate) by my company comples with the .
Risk of Transmission of Tronsmisible Spongiforn Encephals
hodd evidence fo demonstrote fthat the product is prepaorne

fromn rurninant-cenwed maferals wihoot any sk of ¢
autheority in the coundry of ongin hos endorsed that the

oy manuiochuing process with odequaobte measures joken fo prevent cros-confomination
batessen different tesues from different cofegones of infectiily

by @ mandoc honing proces that has shown axpsenmien Solly ho minimese The TEE transrmissiche
ogend, it the above product comains folow andfor gefafin desfeed from ruminané-derved
matenak (Inchuaing thosa Fufrr-:kmg copsule shels)
| shaall resamn al e necessany ewvoence ot all frmes and wolld soncdy The evioence 5o the
reguintory authorty if required to do so. | shall reporf any changes in the T3E stohs of the
numiranS-damsed motenas of the above product 8o the neguiatory authormhy o5 ool o=
possbibe.
| heereby deschane fhaf the informiation on fhis form is cument and comect.
| undertalios fhe responsibify to check ard ensure compliance fo the lodest ASEAN Guidelines
fior Minimiing the ek of Transmission of Troremissble Spongiform Encephalopathies in Health
Supplemerits.

[T g e Ll .

[Ty T ama Ly LTS a [y o

JR R R T AR
e RIRBEAF

ASEAN Alliance of

Associatior

31

{ealth Supplement
APPEMDIX 4 3AMFPLE OF CHECKLIST FOR SELF-ASSESSMENT R -
Check Dz e it EmClosura
avalable murnbes
1. Source of &nirmal
o Updated noffication of B3E cases in country whene each animal
miotenal is sourced | whers applcoobis
- Justificafion for using animal moferials fom BSE i’ r .)2( : = ~
[if applicabe) }\ v )E_ & %
Loc vrmeniany proot isued by health autnoe: >
A -\l'
o o shooaw thaart thie row matenak used are souros )ﬁ(‘ Fﬁ v 4# %
iznas
2 Mature of onlmol Sssue vsed in manufactudng
Detaoiled indormeartion on fha nodure and quantity of sach animeal
derfsad mafenak:
= * Usad in The manuhactunng process (whedher or not This is
presand inthe final products)
« Prasent in the final product formukation
LiHer of confirmnation or csurance from the mw mafedak
ruppler andior mandoctures that:
o +» Considenatiors o reduce crosz confominohion bebessan
diffenent fisswes hawe been faken when obdaining the ow
mafenak
1. Manufacturing process{es)
LzHer of confimation or asuance from the manufochuses that:
» Considenafiors fo TEE inocfvafion | reduction mathods hawe
been faken when developing manufochwing mefhads
+ if clioime hove been mode 1o inoctfeote T5E agents during
m] manutaciunng process, Then the necesany documentany prool
ane fizid in posesnon and will e mode ool loiode ho fha
reguinfony authorty it needed
+ QJuality osmurance syshemn it faken imho consderation in
devaloping ard implernanting the manuwiociuing proceses
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Association of South East Asian Mations (ASEAN) f;— /r‘i lk’i ;;i‘i"‘%/é%;;)'ﬂig: é/é‘ j/?}‘%; I/X T % :
ANNEX V : ~ N

ASEAN GUIDELINES ON STABILITY 1. 7}?@%}%&& oo é/:, 'ri ):é\ *’k "

STUDY AND SHELF-LIFE OF HEALTH

SUPPLEMENTS 2. PR EZE: 224k

' 3. MM/ RIS H: Wi, RERMESFNE

4. BIRIAE: MR AR, B IFHR

5. Gtk BE, BE

6. BAEIH R4 HME, ZTKME, ZRME
7.3 & RGN EER

8. A%k : B, IRAIAMR 3
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ASEAN Alliance of

{ealth Supplement Association

Testing Parameters - L . 5&
o = - . = £ )
22 8 c 2 3 P_rj E B L S
Qal = | 88| T = 9| & L. EH%: O’ 33 6’ 93 125 183 24 }]7 ﬁ‘_‘ﬁ_
5 & — | =3 @9 6 gl
2y % 2 2| °| 8| &| 3|34 o
= gc| © = o |3 .
o = - = 4 ‘_;.. wn
55 5|28 ¢ S5 | 2 #aig 10, 3, 6 A
2 S |0 o
HS Dosage Form
Oral powder v V v V
> ﬁ; Iy }%& by }#
Hard capsule v v v v v %éﬂf"% . ﬁ' s lé X
Soft capsule v V v v Table 2 Commoen storage conditions
Coated and v v v v v v TYPE OF CONTAINER CLOSURE SYSTEM / STUDY STORAGE CONDITION
Uncoated Tablet
Froducts in primary confainers permeable to
' ' . + +
Coated and J J J N J water vapour 30°C £ 2°C/75% RH * 5% RH
Uncoated Pill/Pellet
- - - Products in primary containers impermeable
Suspension v V v v V v v 30°C £2°C
to water vapour
solution Y Y Accelerated studies 40°C + 2°C/75% RH * 5% RH
Emulsion V Y V v V
. | ! . | 33
Granules N W Al N Al
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Association of South East Asian Mations (ASEAN)

ANNEX VI

ASEAN GUIDING PRINCIPLES ON
SAFETY SUBSTANTIATION OF
HEALTH SUPPLEMENTS

TERT:
EmZA R RA: ATHALLARBEIGENE
(a) #1789 E du,

(b) A #Megsit, RIBKHE T HE) & S

(c) AA ESAaAHas, HAE, HMAE, RiEMHHER

HEAZATF (PleFdr, L7, L=) .
(d) BAZAEENIA E Mo

TR E e AP AR
(a) B F LR

(b) A2 FBxiR4%: WHOSROECDHS &, 2P, g MAa/213H
ﬁ-'ﬁ?ﬂ%ﬁ, ;Et—’f’(]iﬂsg.—f \ai&%ﬁﬁnﬁﬁri fiﬁ'iﬂf‘n/‘k&j’\g ! \1&\4%?/20
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Association of South East Asian Nations (ASEAN)

ANNEX VI

ASEAN GUIDELINES ON CLAIMS
AND CLAIMS SUBSTANTIATION FOR
HEALTH SUPPLEMENTS

sk

AAHSA

ASEAN Alliance of

— e | —& e. g. R
T ARG 15% Codex
T AR NRV
b ACE I Hfr ezt E® | 14+ 1
KINT] 8975 7
NI R E
s
k%A | & HRMFF F | ARIRIE+ 1
R ¥ & AR 0y IEdE X

35
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Assoclation of South East Aslan Matlons [ASEAN)

ANNEX VIl - ASEAN GuIDELINES ON GOOD
MAMNUFACTURING PRACTICE FOR HEALTH
SUPPLEMENTS

D e

Thie dotimend & peovicied for nfemalion parpass anly and subiecl fo changes, pending tha
feaksafion of the ASFAN Agresrnerd on Reguiafory Fomessosk for Health Supykernands. Offecinl

raferances fo it document cam ondy be mode oncs the okl Agreameind fes Do findaked.

viarsion 1

36
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AAHSA

Chapter | ASEAN GMP BEARBRSEXAERPEFEEHI | 2382

1 QUALITY MANAGEMENT T e

2 PERSONNEL A B

3 PREMISES AND EQUIPMENT )Y A
4 SANITATION AND HYGIENE Vialle ek A

5 DOCUMENTATION <

6 PRODUCTION BEE

7 QUALITY CONTROL - A g

8 CONTRACT MANUFACTURE AND ANALYSIS | 3t %) i $1 40 B>
9 COMPLAINTS AND PRODUCT RECALLS L 47 Y AP
10 SELF-INSPECTION | R E



https://asean.org/wp-content/uploads/2017/09/ASEAN-Guideline-on-GMP-for-HS-Appendices-as-of-2-june-2015-with-disc...1.pdf
https://www.fda.gov.tw/TC/siteContent.aspx?sid=11235
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ASEAN Alliance of
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(®) (a) 74
Association of South East Asian NMations [ASEAN) ( b ) %'] 9;2
- ¢ /\ ﬁ] .
ANNEX [X (c) ii}ﬁ B =
ASEAN GUIDELINES ON LABELLING (d) #t5 |
REQUIREMENTS FOR HEALTH (e) 4= AMAKAEMIE, RAHKAEHR
SUPPLEMENTS () JBJA 7 ik
— (g) M
i 8 e At e o o e B s T (h) &7 X

(i) =iz M54
(j) #:EH LA R HI
(k) #ZAH S AR B Ak
(1) &%

(m) LEK=

(n) Akt af

(o) BRKiELREIE

38




3. AR R Ih PRAE S R L+ A BT L S0

| . AAHSA
10 A2 FARB T RS RE

o\
&

Association of South East Asian Nations (ASEAN)

ANNEX X

ASEAN GENERAL PRINCIPLES FOR
ESTABLISHING MAXIMUM LEVELS OF
VITAMINS AND MINERALS IN HEALTH
SUPPLEMENTS

39
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Maximum Levels of Vits & Mins | FR=/# H F E* EP R¥ BREGEX | Iz
1 | Vitamin A (Retinol) 1.5 mg (5000 IU) 0.8 mg *4% B8 B E 4557k
2K
2 Vitamin D 0.025 mg (1000 1U) 0.005 mg 0.005 mg
3 | VitaminE 536 mg (800 V) 10 mg 10 mg
4 | Vitamin K 0.12 mg 0.08 mg
5 | VitaminC C 1000 mg
6 | VitaminB1 100 mg
7 | Vitamin B2 40 mg 2mg
8 | Vitamin B6 100 mg
9 | Folic Acid 0.9 mg 0.2 mg
10 | Vitamin B12 0.6 mg



http://asean.org/wp-content/uploads/2017/09/ASEAN-General-Principles-for-Max-Levels-Vitamins-Minerals-HS-V4.0-wi....pdf

3. KR R PRAE S B R A 2R B AT AL -
A0 4 At B 09 R & RE

AAHSA

ASEAN Alliance of

Maximum Levels of Vits & Mins | [R /4 H x> E* EF ¥ BRG Tk | Mz
11 Biotin 0.9 mg *R B E R %2
b3
12 Nicotinic acid 15 mg
13 Nicotinamide 450 mg 20 mg
14 Pantothenic acid 200 mg
15 Calcium 1200 mg 800 mg
16 Phosphorous 800 mg
17 Magnesium 350 mg
18 Boron 6.4 mg NA
19 Chromium 0.5 mg
20 Copper 2 mg



http://asean.org/wp-content/uploads/2017/09/ASEAN-General-Principles-for-Max-Levels-Vitamins-Minerals-HS-V4.0-wi....pdf

3. KR R PRAE S B R A 2R B AT AL -
A0 4 At B 09 R & IRE

AAHSA

ASEAN Alliance of

Maximum Levels of Vits & Mins | R =/# H = E* 2 BHREGEX | 43z

21 | lodine 0.15 mg 0.3 mg R E R AR R
P

22 Iron 15 mg 20 mg** 20 mg**
**For pre and
antenatal use, as

23 Manganese 3.5mg part of a
multivitamin and

24 | Molybdenum 0.36 mg 0.16 mg mineral
preparation, levels

25 | Selenium 0.2 mg 0.07 mg higher than the 20
mgq limit

26 Zinc 15 mg established for

adults may be
permitted at the
discretion of the
DCA.
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11. Traditional Medicines and Health Supplement Product Working Group (TMHSPWG)

ASEAN Guidelines for Health Supplements (HS)

ASEAN Guidelines on GMP for Health Supplements (HS)
= ASEAN Guideline on GMP for HS
= ASEAN Guideline on GMP for HS
» ASEAN General Principles for Establishing Maximum Levels of Vitamins and Minerals in Health Supplements
» ASEAN Guidelines for Minimising the Risk of Transmission of Transmissible Spongiform Encephalopathies in

T Health Supplements
= ASEAN Guidelines on Claims and Claims Substantiation for Health Supplements
— » ASEAN Guidelines on Limits of Contaminants for Health Supplements

* ASEAN Guiding Principles for the Use of Additives and Excipients in Health Supplements

+ ASEAN Guiding Principles for Inclusion Into or Exclusion from the Negative List of Substances for Health
Supplements

» ASEAN Guiding Principles on Safety Substantiation of Health Supplements

» ASEAN Guidelines on Stability and Shelf-Life of Health Supplements

+ ASEAN Guidelines on Labeling Requirements for Health Supplements

ASEAN Guidelines on GMP for Traditional Medicines (TMfigg) 258N search tools

Sl *
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aem/standards-and-conformance/policy-and-guidelines/
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11. Traditional Medicines and Health Supplement Product Working Group (TMHSPWG)

* ASEAN TMHS GMP Training
= ASEAN TMHS GMP Training — Chapter 1 Quality Management
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ASIAN NATIONS

- ASEAN TMHS GMP Training — Chapter 2 Personnel FD
= Chapter 2 Annex 1 — Example of Job Description
- ASEAN TMHS GMP Training — Chapter 3 Premises and Equipment FD
= ASEAN TMHS GMP Training — Chapter 4 Sanitation and Hygiene FD
= Chapter 4 Annex 1 — SOP on Personal Hygiene
= Chapter 4 Annex 2 — Record Daily Inspection on Personal Hygiene
= Chapter 4 Annex 3 — Sample SOP General Health Examination

= Chapter 4 Annex 4 — Employee lliness Report Form

= Chapter 4 Annex 5 — Sample Pest Control Inspection Record

= Chapter 4 Annex 6 — Sample of Pest Control Monitoring Record
= Chapter 4 Annex 7 — Sample SOP on Pest Control

= Chapter 4 Annex § — SOP on Cleaning of Equipment and Accessories
= Chapter 4 Annex 9 — Cleaning Schedule Form
= Chapter 4 Annex 10 — Cleaning Record Form

= Chapter 4 Annex 11— Cleaning Inspection Form
- ASEAN TMHS GMP Training — Chapter 5 Dc:rcumental' i

AFElare A nne — BT Stinn an Baw He
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= ASEAN TMHS GMP Training — Chapter & Documeniation FD

» Chapter & Annex 1 — Specification on Raw Herb Examples Foeniculi Vulgare's

= Chapter 5 Annex 2 — Text Method for Foeniculi Vulgare

= Chapter &5 Annex 3 — Ascorbic Acid Specification
= Chapter & Annex 4 — Ascorbic Acid Test Method
= Chapter 5 Annex 5 — Sample Batch Manufacturing Record

= ASEAM TMHS GMP Training — Chapter § Production FD

= ASEAN TMHS GMP Training — Chapter 7 Quality Control FD

= Chapter 7 Annex 1 — Testing Farameters Stability Study

= ASEAN TMHS GMP Training — Chapier 8 Coniract Manufaciuring and Analysis

= ASEAN TMHS GMP Training — Chapter 9 Complaints and Recalls FD

= Chapter 9 Annex 1 — Sample S0P on Handling of Complaints
= Chapter 9 Annex 2 — Sample Complaint Reqister
= Chapter 8 Annex 3 — Sample Complaint Record Form

= Chapter 8 Annex 4 — Sample SOF on Product Recalls
= Chapter 8@ Annex 5 — Sample Product Recalls Form

= ASEAN TMHS GMP Training — Chapter 10 Self Inspection FD

= Chapter 10 Annex 1 — Sample SOP on Self Inspection
= Chapter 10 Annex 2 — Sample Record on Self Inspection

= ASEAN TMHS GMP Training — Appendix 2 Verification FD

= ASEAMN TMHS GMP Training — GMP Inspection

= Preparation for GMP Inspeciion
. C ing GMP )
» Classification of GMP Mon-Conformance

= Preparation of GMP Report

= Evaluation of Corrective Actions and Preventive Actions {CAPA)

= Case Study & Discussion
—— - ———
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# % %: CAL-M Curcumin Tablet #5433 & 42 Version: 1.0
B, ¥ HHoR G B HA G i ‘
(Ba/&) | (BA/&) | (BA/B/2&)
R A5 (40% £9) S . .
Calcium carbonate (40% 625 250 500 > é& =
calcium) ;}i /f*]‘ %EJ ‘?EJ Q "% {#
Fib (0% 44)
Magnesium Oxide [60% 100 &0 120
Magnesium)

E5E(T0% EEE)

Curcumin Turmeric

30 21 42
i inl 1~ S A = ey
7ome coreurs 1) kg XYZ RERRAS, 65
jlttjmfn %3; 0.005 200 IU 400 1U Huhb: YL BATC44A P .L7%%15 3%
ithgials 30 i ] 2) HHE#HERE: 2 8
I'J:ﬂfﬁg;—gﬂgﬁtallme Cellulose 3) ’fﬁ"b\}ﬂ 77__:3& 5&4‘5\@5‘1% 7J<"‘ﬁ}]g\m
Magnesium Stearate > ] i 4) {%ﬁ.}i}] fE. 2 j‘:f-
g B A ] - - S T s o
Crospovidone 5) '1%/?%‘7‘75\ 25°9C AT, e %16}:515/9%,
AT LM E NS 2
Hydroxypropyl 42 ) ) 1k %4 716%?4 ﬁ % ‘
Methyicellulose 6) &K : A#120 42, HDPEjR

800 7

Total




BREA T - BT BAE 8k AT LSS

R AR A S BT A de
1 | BH & @F| & Negative List of Substances &R RS | \/[ A £ & 5 2 B A W \/
2| A E| A=A B Additives and Excipients | 142 /& - B B2 7]—\
3 | FFEMIRE Limits of Contaminants g

|
4| AR R (TSE) 6 R e B ~ ]
Minimising the Risk of Transmissible Spongiform BERABS / A RSB L JRA /

M Aotk & 2AFR  Stability and Shelf-Life

5 | %X

N
6 JE a2 A RAEZE R B Safety and Substantia ﬁﬁ‘ﬁﬂﬁkf}ﬁﬁﬁ/ /[ T2 3 FUR FF ] /
%

v v

9 & S AZ 5%, Labeling Requirements

10 A EAH YR e TR= Maximum Levels of Vits & Mins



http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Negative-List-HS-V4.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Additives-Excipients-HS-V3.0-with-discl....pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Limts-of-contaminants-HS-V2.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-for-Minimising-Risk-of-Transmission-TSE-HS-V2.0-with-....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Stability-and-Shelf-Life-HS-V1.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Safety-Substantiation-HS-V1.0-with-discla....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Claims-Claims-Substantiation-TM-V2.0-with-discla....pdf
https://asean.org/wp-content/uploads/2017/09/ASEAN-Guideline-on-GMP-for-HS-Appendices-as-of-2-june-2015-with-disc...1.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Labelling-Req.-for-HS-2-Oct-2015-rev-with-discla....pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-General-Principles-for-Max-Levels-Vitamins-Minerals-HS-V4.0-wi....pdf
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& S BL T
&2 %: CAL-M Curcumin Tablet 4%4% 3 % # 42 Version: 1.0
R4 ¥ e 4 %y B AT i
(/) | (Ba/&) | (BA/A/24&)
—| & £ (40% £5)
Calcium carbonate [40% 625 250 500
calcium)
ik (60% 44)
Magnesium Oxide (60% 100 &0 120
Magnesium)
=N | EFE (0% E*E)
Curcumlf'l Turmeric 30 21 17
(Curcumin longa)
(708 curcuminoids)
#i4 £ D3
- Vitamin D3 0.005 200 1U 400 U
Micro-Crystalline Cellulose
o s e 5
Magnesium Stearate
¥ O 5 b of 1389 5
Crospovidone
HHELT LM E AS
Hydraxypropyl )
| Methylcellulose
800
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MRE R - RHBLT BAZ R AR S AAHSA
http://www.fao.org/gsfaonline/additives/index.html
CODEX GSFA 13.6 Food Supplements

GSFA Online | FRANGAIS | ESPAROL
|

“" Polyvinylpyrrolidone (1201)

ASEAN Alliance of
ilth Supplement Ass

Updated up to the 42" Segsion of the Codex Alimentarius Commission (2019)

FOOD ADDITIVE DETAILS

Synonym(s)
1 . . . : Povidane
*" Microcrystalline cellulose (Cellulose gel) (460(i)) Fe
Functional Classes
= Emulsifier

Sy l = Glazing agent
- - .
* ¢ GSFA Online - Trickener

Ar Upda ted up to the 42"d Session of the Codex Alimentarius Comi E Click here to search the FAO JECFA database for the spedifications of additive(s) with INS No. 1201

'n
c
=

: (E:S: FOOD‘ ADD]_-r IVE D‘ETAILS [ Click here to search the WHO JECFA database for evaluation of additive(s) with INS No. 1201
. 3 | Csv (Tables) |
" Fg
- & % Magnesium stearate (470(iii)) GSFA Online .
" Th Updated up to the 42" Session of the Codex Alimentarius Commission (2019)
#ci Functional Classes FOOD ADDITIVE DETAILS i
B Anticaking agent !
@coi © Emulsifier o
N o Thickenor Hydroxypropyl methyl cellulose (464)
-|=ﬁ Functional Classes k

£ Click here to search the FAO JECFA database for the spec = Bulking agent
Emulsifier
Glazing agent
Stabilizer
Thickener

n
& Click here to search the WHO JECFA database for evaluati :
n

e |

GSFA Table 3 Provisions

Magnesium stearate is a food additive that is induded in Tak
conditions of good manufacturing practices (GMP) as outlined

Magnesium stearate could also be used in heat-treated bu tte
L B e E—

[ Click here to search the FAD JECFA database for the specifications of additive(s) with INS No. 464

[ Click here to search the WHO JECFA database for evaluation of additive(s) with INS No. 464

Y P —



http://www.fao.org/gsfaonline/additives/index.html
http://www.fao.org/gsfaonline/foods/details.html?id=232
http://www.fao.org/gsfaonline/foods/details.html?id=232
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AAHSA

ARC PTE LTD MAF10 A X FB TR SRE
- . Maximum Levels of Vits & Mins | Fk2 /4 H Z E* 20 Haragax | 4
JE oo BL 7
11 Biotin 0.9 mg *
oo i W A b Version B
# & #: CAL-M Curcumin Tablet 54 3 37 & &t 12 | Nicotinic acid 15 me
in ¥ P FRAD 13 Nicotinamide 450 mg 20 mg
Er/ | @ | e | " | 1 | rantothenic acd 200 me
R 84 (40% 59) :
Calcium carbonate (40% 625 250 500 [ 15 | calcium AL EUUREE ]
ciilféu;;‘n}l: 50% &) 16 Phosphorous 800 mg
Magnesium Oxide (60% 100 60 120 [ 17 | Magnesium 350 mg ]
Magnesium)
E+E(70% E&F) 18 Boron 6.4 mg NA
Curcumin Tuwrmeric
L;Er;ﬁ ;u;::mmolds] 20 S -
S 0.005 200 IU 400 1U
Witamin D3 r
e S 30 . )
Micro-Crystalline Cellulose
B 5 w64 5 ) )
Magnesium Stearate
KM RE LN 5 - _
Crospovidone
EHLTLEME A5
Hydroxypropyl ’ ) i
Methylcellulose
Total 800 11
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& 55 AT 56

AAHSA

ABC PTE LTD N
& Sh BTy
# & %: CAL-M Curcumin Tablet #5453 # 4 42 Versian: 1.0
% ¥ ER- 4 Ry A MRS Wi
(Ba/8) | (Bi/&0) | (BRAL/B/24)
& 5% (40% £9) i
Calcium carbonate (40% 625 250 S00 ” o e o
AT 3. AR R RAE S L+ 7R HAT HL -
Magnesium Oxide (60% 100 60 120 10 44 ZFB TR R
Magnesium)
EXE (70 EFE) Maximum Levels of Vits & Mins | IR/ H # E* P ¥ 5B R0 35k
Curcumin Turmeric 30 21 42
(Curcumin longa) 1 | vitamin A (Retinol) 1.5 mg (5000 I1U) 0.8 mg
{70% curcuminoids)
#4 4 D3 2 Vitamin D 0.025 mg (1000 1U) 0.005 mg 0.005 mg
Vitamin D3 0.005 2001 400U [ (200 1U) (200 1U)
LT o8 30 i i
Micro-Crystalline Cellulose 3 Vitamin E 536 mg (800 IU) 10 mg 10 mg
B Jl5 4 5 . )
Magnesium Stearate 4 | VitaminK 0.12 mg 0.08 mg
T4 R e 189 5 - _
Crospovidone -5 | Vitamin C C 1000 mg
AAETEEMEE 4.5
Hydroxypropyl ) . )
Methylcellulose
Total 800

12
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AR B T BAZ R AT FL $r,

AAHSA

- L. X ASEAN Alliance of
4% Calcium 2250 £ 4 FIRDI / HPLC | lth Supplement Associatio
# Magnesium 260 & 5L 245 |4 Lead A Arsenic & Mercury | %% Cadmium
# #* # Curcuminoids 221 & & S
#i 4 4 D3 Vitamin D3 =200 1U FRE NMT NMT NMT NMT
10.0 mg/kg 5.0 mg/kg or 0.5 mg/kg or 0.3 mg/kg or
" or 10.0 mg/L | 5.0 mg/L 0.5 mg/L 0.3 mg/L
Total Aerobic Microbial (1O-Oppm) (S-Oppm)* (O-Sppm) (O-3ppm)
count MNMT 1 x 10° cfu/g
— — IR
o e -8 0.3 mg/kg or 0.3
Staphylococcus aureus Absentinlg mg/L (0.3 ppm)
1ni
Yeast & Mould NMT 5 x 10° cfu/g ér‘ /%Q < zoppm < 2ppm ﬁ%%/%lri ﬁﬁ-%/%/ri
Salmonella p.p Absentinlg 'fﬁﬁ’ﬁ
o [R &
=&
# Arsenic <3 ppm 5GS Taiwan/ ICP/MS
5 Lead = 20 ppm 5GS Taiwan/ ICP/MS
s Mercury < 0.5 ppm 5GS Taiwan/ ICP/MS
% Cadmium = 1ppm 5G5S Taiwan/ ICP/MS

13



54 A8

- RO FL T BAZ R B AT

LEHT

4% Calcium 2250 £ 4 FIRDI / HPLC

# Magnesium =60 & L FIRDI / HPLC

# # ¥ Curcuminoids >21 & A FIRDI / HPLC
qi £ D3 Vitamin D3 =200 1U FIRDI / HPLC

X

Total Aerobic Microbial

count NMT 1 x 10° cfu/g FIRDI/ CNS 12542

E.coli Absentinlg FIRDI/ CN512542

Staphylococcus aureus Absentinlg FIRDI/ CN512542

Yeast & Mould NMT 5 x 107 cfu/g FIRDI/ CNS12542

Salmonella p.p Absentinlg FIRDI/ CN510952

TE£5

# Arsenic <3 ppm 5GS Taiwan/ ICP/MS

35 Lead = 20 ppm SGS Taiwan/ ICP/MS

s Mercury < 0.5 ppm 5GS Taiwan/ ICP/MS

& Cadmium = 1ppm 5G5S Taiwan/ ICP/MS

IR AE R RF IR E D B =
%‘%%ﬁ%ﬁ%ﬁ%,
T At R IR A AR ARG FA T -

S

3. EERGEERN

v ﬁa‘gﬁ
v /?#+J?‘Aﬁ§iﬁ(GAP)
v’ GMPE K B A& e

BIRABAZ R A
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F 'ﬁ]_ 45];3 ‘/‘73’ ;7;% 5}5] F% % Acceptable criteria for microbiclogical quality

Route of Administration TAMC TYMC
(CFU/g or CFU/ (CFU/g or CFU/ _Specified
Microorganisms
ml) mL)

2. A MR E: ekl . .

N

A, Health supplement /-*—tlj x5 S
~ b‘z A JE B

products containing 7 - MMT 102 CFU of
Y SO material of plant origin, Escherichia coliin 1g
2
‘/ #E‘ég& % %J}ﬁ\L with or without excipients, or ImL
AET y~) > intended for the NMT 5 % 107 NMT 5 % 108
201 3}{&’ 'f'ﬁ‘ 1//( @ | preparation of infusions
D3 B and decoctions using - Absence of
Y m )
i ?ﬁﬁ— ES(A ‘lv H 7!7 Yo boiling water (for example Salmonella in 25g or
herbal teas, with or without 25mL
added flavourings)

v AR A ’ 2 7H‘7§\ B.  Health supplement ﬁ%‘ifﬁif]‘ ta %/}‘Q}jﬂ : - NMT 102 CFU of bile-

) g — L 2 products containing A tolerant gram-
%ﬁﬁi Z: I‘;,] TFJ é] .ﬁ\]é materials of plant origin, '15'] ‘ﬁﬂ —’ll"— EX negative bacteria in
* > v with or without excipients, lg or 1mL
T;;Ei JE v o where the method of MMT 5 x 104 NMT 5 x 102

processing (for example,
extraction) or pre- . Absence of
treatment reduces the Lo .
levels of organisms to Escherichia coliin 1g
below those stated for this or ImL

- Abtence of
Saimoneio in 25g or
25mL



3. R R Ih PRAE S R B TR AT S0

443 T Rk

ESTa RS

1] 2 NG AT = X s
C.  Heafin supplement if 71?_;_ ):ﬂ /ﬂ& //gﬂji L @%ﬁjk /ﬁ%
F’”‘“JF“ contain ng SR SH oW 4 e 25 FINAT 10¢ CFU of bie-
matenals of plkant ongin, IE E'S(‘ 'ﬁ& A AY) =S [2] 7]( A= EFX y TH - gram-
with or without excipient: ~ ~ . - -
. N egative bacteria in
where it can be b 32 0y 7‘7‘:3\‘, 18 R B VAiZ g!?:-r'lmL
demaonsirated fhat the > yal Ib .‘E
|B& K 69 i £ A B2
method of processing [fc i B i é‘ ’f/}i é] 2N o
sxample, exfraction with
Absence of
loww strength ethanol or FMMT 52 104 FMMWIT 5 % 104 Escherichia colin 1g
water that is mot Soding oF ar 1mL
lowe temperature
concentration) or, of pre-
treatrment, waould not Absence of
reduce ne eve of Saimonelo in 25g or
arganisms sufficienty to -
reach the crteria required
urder B
HMAT 102 SFU of bile-
toderant gram-
negative bacterain
1g or TmL
Cx. Health supplement
products confairing
materials of natural Absence of
[u.r' .mn:n, plﬂrlr of maneral) fomonela in 10g or
origin for which 1omL
Qniimecrobel pre- FENIT 2 % 1 0 FIMIT 2 x 103
treatment is not feasible

and forwhich the
competent authonty
acoepts TAMC of the raw
migterial exceeding 104
CRUgram of CRUSmiL

AW TARET T,

BURF BT 42 2R
#69TAMCA2 18 10° CFU
/ % & CFU / mL

I

Absence of
Eschenchia col im 1g
or 1mi

AbDsence of
ItaphylocooocUs

gureus in 1g o Tmi

2. £ TR =

Agueous preparations
which does not fall under
category &, B, C orD

VAL 428z 5 ay ik B

.
TS
Ual

MRAT 2 ¢ 108

J

AAHSA

ASEAN Alliance of

fealth Supplement Association

HMT 2 x 10

- Abzence of
Eschenchia coliin 1g
or 1mL

F.

VAL A 282 14y Bl A A

Hon-ogquesus
preparations which does
niot fall under category A,
B.CorD

MWT 23 100

MMT 2 2 10

- Absence of
Eschenchia coli in 1g
or imL

16
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(a) * &4
(b) % ABCP
(c) E AN E e LD
(d) #t5 g&ﬁ&&@ﬁ
(e) £~ AIRIKEIIR,
( 3P A RA B ABC™
'F) HE;EH ?}';:%‘ INe A¥ 22 - == My
(&) Mit 5k 2 3
(h) %747 X Sl CAL-M Curcumin Tablet
(i &fﬂﬁi‘lﬂ}?ﬁﬁ% ﬁ;ﬁ:ABC Pte Ltd Thailand IRAAMNE (FRD) :
. . :Z2777Bangk i 4 i
() #EH LARA L itk CTRUAZAT / £FEEBIRT iﬁl@'ﬁe";ﬁi"efi %
(k) #2ALT L AR B AL Wehk: YL 3 TC 4P .Ls% 15 | v GEBHETNA | %% Curcuminoids 21 £ %
(1) 45 i, o % V FHRGHFRHFE | 44 % D3 Vitamin D3 200 1U
= e FDA i F 3 4% v ff*ff/?ﬁ-ﬂfﬁ .&ﬂg&iz s
(m) &FE3 & o ' V Epid )& kg i
eLIR A #.%: 080915BCA THEIEXRR | gRHFK: BARWK—LRA
(n) 344480 4% B4: 08092015 RAFK: 250 ATHRERR,
(o) BRELHEE & 74 HFk: 08092017 120 42 IR A




7 P Fo bR B HA TR AT FL $t

Product Stability Study Report
Product Name: CAL-M Curcumin Tablet §5&f B&=FEE 120 Tablets

Production Date: 08,/11/2015 Batch No.: 080915BCA
Real Time Condition [30£2°C)

Testing Period Specification M B M 1M 18M 24M
Date of Analysis 08/02/16 |08/05 16 |08/08f16 |0&8/11/16 |(08f05 17 |08/11/17
Physical
Appearance A2 A A oK oK oK oK oK oK
Moisture Content (%) < 5% wjw 115 | _—" | — | 135 | __— | 180
Disintegration Time [min) < 30 41 10.5 11.00 12.32
Tablet Thickness 4.65-4.95mm 4389 4 89 4.89
Tablet Hardness 12-20 kgf 1780 | — | — | 1780 | _—— | 1720
Friability <1% 0 0 H
Microbial
E. Coli Absentinlg | _—— | — | — 0 __— o
Coliform Megative 0 a
Total Plate Count MNMT 1 x 10° cfu/s 20 40
Yeast & Mold NMT 5 x 10° cfu/g 2 5
Chemical Assay

|m;ft';illet:| mg/ 1002 mEg/100g mig/100g mg100g mg100g mgf100g mg/ 100z
Calcium 2250 231250 31300 31280
Magnesium =60 =7500 7620 7580
Vtiamin D3 (IU) =200 U 25000 24900 23800
Curcuminoids 221 22625 2708 2200

Real Time Condition (40+2°C)

Testing Period Specification 1M M 4 6IM
Date of Analysis 08/12/15 08/01/16 | 08/03/16 | 08/05/16
Appearance A N [ T e 814 [8].4 oK 8]4
Disintegration Time (min) < 30 41 15.00 16.30 17.05 17.30
Friability < 1% ] 0 a 0
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1 J2#F & ¥ 7 & Negative List of Substances

2 A | Fa BX A 2 Additives and Excipients

3 T M= Limits of Contaminants

4 | BARR R ESR AR (TSE) A9 R R
Minimising the Risk of Transmissible Spongiform Encephalopathies (TSE)
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9 & S AZ 5%, Labeling Requirements
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http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Negative-List-HS-V4.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guiding-Principles-for-Additives-Excipients-HS-V3.0-with-discl....pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-on-Limts-of-contaminants-HS-V2.0-with-disclaimer.pdf
http://asean.org/wp-content/uploads/2017/09/ASEAN-Guidelines-for-Minimising-Risk-of-Transmission-TSE-HS-V2.0-with-....pdf
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ANNEX V

ASEAN GUIDELINES ON STABILITY
STUDY AND SHELF-LIFE OF HEALTH
SUPPLEMENTS

Disclaimer:

This document is provided for information purpose only and subject to changes, pending the
finalisation of the ASEAN Agreement on Regulatory Framework for Health Supplements. Official

references to this document can only be made once the said Agreement has been finalised.

Version 1.0
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DOCUMENT INFORMATION

This version was adopted at the 20th ASEAN TRADITIONAL MEDICINES AND HEALTH
SUPPLEMENTS SCIENTIFIC COMMITIEE MEETING (ATSC) 26-29 August 2013, Bangkok and
endorsed at the 20th ACCSQ TRADITIONAL MEDICINES AND HEALTH SUPPLEMENTS

PRODUCT WORKING GROUP (TMHSPWG) MEETING 15-16 November 2013, Yogyakarta,
Indonesiq.
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INTRODUCTION

Stability is an essential facter of quality in health supplements {HS). It is determined by a
series of tesis conducted, namely to ensure maintenance of the specifications of the
finished product when packed in its specified packaging material and stored in the
established storage condition within the determined shelf-life.

The aim of conducting o stability study on HS is to determine its shelf-life as a finished
product in its container closure system under the recommended storage condition, within
which the finished product sfill meets its established physical, microbiological and/or

chemical specifications.

OBJECTIVE

This guideline is intended to provide recommendations on the core stability study required
for products; nevertheless it leaves sufficient flexibility to encompass the variety of different
practical situations that may be encountered due to specific scientific considerations and

characteristics of the products being evaluated.

DESIGN

1. (GENERAL
The design of a stability study for the product should be based on the nature of the

product. I should take info account of the following:

=  Selection of batches;

= Specifications/Testing parameters;
»  Testing frequency;

= Storage condition.

. Container closure system

2. SELECTION OF BATCHES

Stability data should be provided for batches of the same formulation and dosage form in

the container closure system intended for marketing.

3 of 20 Version 1.0



ASEAN Guidelines on Stability Study and Shelf-Life of Health Supplements

= Stability data from at least two batches would be required, derived either from
pilot scale, primary scale, production scale or their combination.

*»  The manufacturing process of batches used in stability studies should simulate that
of production batches and should be of the same quality as well as meet the same
specification as those batches intended for marketing.

= Stability studies should be performed on individual strengths of the product and/or
type of container closure system in which the finished product is packed unless

bracketing/matrixing is applied as in Appendix 1.

3. SPECIFICATION / TESTING PARAMETERS

A stability study should cover the testing of the physical, chemical, and microbiological
properties of & finished product that are susceptible to change during storage and are

likely to influence quality when changed.

The list of testing parameters is presented as a guide for the types of tests to be included in

a stability study as in Appendix 2.

The list of tests for each product is not intended to be exhaustive, nor is it expected that
every listed test to be included in the design of the stability study protocol for a particular
finished product.

For a product containing ingredients without known marker(s), physical parameters may
be used as surrogate indicators during storage, when the use of such parameters can be
lustified. The physical parameters of the finished product can be checked by at least one
of the following test methods:

l. Gross organoleptic analysis; Examination by general impression
Il. Other scientifically valid criteria,

For a combination product containing multiple active ingredients, although it may not be
necessary to assay dil the active ingredients, it may be appropriate to assay one, and in
some cases, more than one active ingredient, or a surogate marker that is known to be
susceptible to change during storage and is likely to influence the quality of the
combination product. A valid justification shall be submitted.

4. TESTING FREQUENCY

For accelerated and real time stability studies, frequency of testing should be sufficient to
establish the stability profile of the finished product. At the accelerated storage condition,
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a minimum of three time points, including the initial and final fime points, for example, 0, 3,
and é months for a é-month study, is recommended.

The frequency of testing at real time storage conditions should normally be every 3 months
over the first year, every 6 months over the second year and annually thereaiter through
the proposed shelf-life. A typical testing frequency is as shown in Table T below.

Table 1 A fypical testing frequency

Storage Condition esting Frequency

Real Time 0. 3, 6, 9, 12, 18, 24 months and annually there after through

the proposed shelf-life
Accelerated 0, 3 and 6 months

Reduced designs, i.e., matrixing or bracketing, where the testing frequency is reduced or
certain factor combinations are not tested at all, can be applied, if justified, as in

Appendix 1.

Where an expectation {based on development experience) exists that outcomes from
accelerated studies are likely to approach significant change criteria, i.e. parameters
tested are out of the specifications set, it is advised an increased testing should be
conducted either by adding samples at the final time point or by including a fourth time

point in the study design.

if the “significant change" occurs within the first 3 months' testing at the accelerated
storage condition, a justification should be provided to address the effect of short ferm
excursions outside the label storage condition, e.g., during shipping or handling. This
justification can be supported, if appropriate, by further testing on a single batch of the
product for a period shorter than 3 months but with more frequent testing than usual. It is
considered unnecessary fo continue to test a product through the remaining months
when a “significant change” has occurred within the first 3 months, and as such the sheli-

life shall be based on real time datao.

If “significant change” occurs between 3 and é months' testing at the accelerated

storage condition, shelf-ife shall be based on real fime data.
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5. STORAGE CONDITION

In general, HS as a finished product should be evaluated under its storage conditions {with
appropriate tolerances) that test its thermal stability under recommended storage
condilions and, if applicable, its sensitivity to moisture or poteniial for solvent loss. The
storage conditions and the lengths of studies chosen should be sufficient to cover storage,
shipment, and subsequent use, for example, after reconstitution or dilution as

recommended in the labeling.

Specific recommended temperature and relative humidity conditions for storage applied
o stability studies and types of container closure system are based on the nature of the
products and the type of primary container used, in accordance with recommended
storage condition on product label. Common storage conditions are shown in Table 2

below.

Table 2 Common storage conditions

TYPE OF CONTAINER CLOSURE SYSTEM / STUDY STORAGE CONDITION

Products in primary containers permeable to
30°C + 2°C/75% RH £ 5% RH
water vapour

Products in primary containets impermeable
30°C £ 2°C
to water vapour

Accelerated studies 40°C + 2°C/75% RH £ 5% RH

If submitted data is based on conditions that are less stressful (e.g. 30°C/65% RH) than
those required, the data should be accompanied by appropriate complementary data
which will permif to conduct a proper scientific evaluation. Factors to be taken into

consideration will include:

= Whether any instability is seen;
*  Whether data have also been provided under accelerated conditions;

s The type of container closure system
Other storage conditions are allowable, if justified. Examples would include:

= Heat sensitive products which should be stored under lower temperaiure condilion

which will eventually become the designated long term storage temperature.
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o Products containing less stable active ingredients and formulafions not
suitable for storage at elevated temperature will need real time stability
studies.

o Where a lower temperature condition is used, the 6 monih accelerated
testing should be caried out at a temperature at least 15°C above the
expected actual storage temperature (together with appropriate relative
humidity conditions for that femperature). For example, for a product to be
stored long term under refrigerated conditions, accelerated testing should
be conducted at 25°C + 2°C, 60% RH % 5% RH. The designated redl fime
testing conditions will be reflected in the labelling and sheli-life {expiration
date). Typical storage conditions recommended for stability studies on

products intended for storage in a refrigeraior as shown in Table 3 below

Table 3 Typical storage conditions recommended for products intended in a refrigerator

STUDY STORAGE CONDITION
Real Time 5°C £3°C
Accelerated 25°C £ 2°C/60% RH + 5% RH

= Products which change physically or even chemically at lower storage

temperature conditions e.g., suspensions or emulsions.

Data from the accelerated stability studies can be used to evaluate the effect of short-
term excursions outside the label storage conditions such as during shipping. The data
from accelerated study and ongoing real time stability study can be used to justify an
interim extrapolated shelf-life. However, the actual shelf-life should be based ultimately on

the real time stability data at the recommended storage conditions.

6. CONTAINER CLOSURE SYSTEM

Stability testing should be conducted on the product packaged in the primary container
closure system proposed for marketing including, as appropriate, any secondary

packaging.

Finished products packed in moisiure-impermeable primary containers are not required to
be tested under high humidity conditions. Generally considered moisture- impermeable
containers include aluminum/aluminum blisters, High Density Polyethylene (HDPE) or glass

bottles fitted with metal or HDPE closures .
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When using moisture-permeable containers for packaging, due consideration should be
given to the stability of the contents under high humidity conditions. Moisture may have an
undesirable effect on chemical and physical stability of a finished product.

The issue of the different permeability of various packaging materials should be addressed
e.g. the effect of high humidity on solid dosage forms packaged in containers permeable
to moisture should be supported by data and an indication, like “keep in a dry place or
protect from moisture” should be added to the label. Examples of moisture permeable
containers include polyvinyl chloride (PVC) blisters, low density polyethylene (LDPE) bottles,
glass or HDPE bottles when fitted with polypropylene closures.

7. EVALUATION

A systematiic approach should be adopted in the presentation and evaluation of the
stability information, which should include, as appropriate, results from the physical,
chemical and microbiological tests. Any evaluation should consider not only the assay, but
also other appropriate test attibutes. A recommended presentation of the summary table

of stability results appears as in Appendix 3.

8. LABELLING

The storage conditions that include temperature, light and humidity indicated on the label
should be based on the stability evaluation of the product. General precautionary
statements, such as "Protect from light” and/or "Store in a dry place”, may be included,
but should not be used to conceal stability problems of the finished product. Specific
instruction on storage condition should be provided. Terms such as “ambient conditions' or

‘room temperature’ should be avoided.
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GLOSSARY

Assay
A fest procedure for measuring or determining the quantity of active ingredient or marker

in a finished product.

Batch
A quantity of the finished product produced during a given cycle of manufacture and
from a specific formulation order, that is uniform in character and quality [the essence of a

manufacturing batch is its homogeneity]

Pilot Scale Batch
A balch of substances or product manufactured by procedure fully representative of and
simulating that to be applied to a full production scale batch. A pilot scale is generdlly, at

minimum, one tenth that of a full production scale.

Primary Scale Batch
A batch of product manufactured by a procedure fully representative of and simulating
that to be applied to a full production scale batch, A primary scale may comprise ten to

one hundred percent of a full production scale.

Production Scale Batch
A batch of product manufactured at production scale by using production equipment in

a production facility as specified in the application.

Container Closure System

The sum of packaging components that together contain and protect the dosage form.
This includes primary packaging components and secondary packaging components, if
latter are intended to provide additional protection to the finished product. A packaging

system is equivalent to a container closure system.

Disintegration
The rate that fablets or capsules disintegrate within the prescribed time when placed in @
liquid medium and under the experimental conditions as prescribed in references such as

official pharmacoepoeia.

Dissolution
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The quantity of active substance dissclved in a specified time, expressed as a percentage

of the content stated on the product label.

Expiry Date
The date placed on the container labe! of a finished product designating the time prior to
which a batch of the product is expected to remain within the approved sheli-life

specification if stored under defined condifions.

Hardness/friability
Is the resistance to crushing of tablets, measured by the force needed to disrupt it by

crushing.

Impermeable Containers
Containers that provide a permanent barier to the passage of gases or solvents, e.g.,

sedled aluminum tubes, sealed glass ampoules for solutions.

Water content
A measure of free water content of product when surrounded by air at a specified relative

humidiity and temperature.

Microbial content
Is the amount of microorganisms including bacteria, yeast and mold present in the

product.

pH

The pH value of an aqueous solution is a number describing its acidity or alkalinity. A pH is
the negative logarithm (base 10} of the concentration of hydrogen ions {equivalent per
liter). The pH value of a neutral solution is 7. An acidic solution has a pH less than 7, while @
basic solution has a pH greater than 7, up to 14,

Shelf-life (also referred fo as expiration date period)
The time period during which a product is expected to remain within the approved

specification provided it is stored under the condition defined on the container label.

Specification

A list of tests, references to analytical procedures, and appropriate acceptance criteria
which are numericat limits, ranges, or other criteria for the tests described. (It establishes
the set of criteria to which a substance, product or material at other stages of its

manufacture should conform to be considered acceptable for its intended use.
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"Conformance to specification” means that the substance and product, when tested
according to the listed analytical procedures, will meet the acceptance criteria.
Specifications are critical quality standards that are proposed and justified by the
manufacturer and approved by regulatory authorities as condifions of approval).

Stability Study Protocol

A document describing rationale, goals, methodology, and statistical methods of the
stability study which specifies the terms and conditions under which the stability stucly must
be conducted and managed.

Stability Studies

Real time and accelerated studies/testing undertaken on primary batches according 1o a
prescribed stability protocol to establish or confirm the re-test period of a substance or
shelf-life of a finished product.

«  Accelerated Stability Studies
Studies designed to increase the rate of chemical degradation or physical change of a
finished product by using exaggerated storage conditions as part of the formal stability
studies. (Data from these studies, in addition to long term stability studies, can be used to
assess longer term chemical effects af non-accelerated condition and to evaluate the
effect of short term excursions oulside the label storage conditions such as might occur
during shipping. Results from accelerated testing studies are not always predictive of

physical changes; see also Stability and related terms).

=  Real Time $tability Studies
Stability studies under the recommended storage condition for the re-test period or shelf-
life proposed {or approved] for labeliing.

Storage Condition
Condition for intended storage of a finished product defined on the container label based
on the stability study.

Supporiing Data
Data, other than those from formal stability studies that support the analytical procedures,
the proposed re-test period or shelf-life, and the label storage statements.
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Viscosity

The tendency of a fluid to resist flowing because of molecular attraction {cohesion). Is
property of liquid that is closely related to its resistance to flow.
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APPENDICES

APPENDIX 1 REDUCED DESIGN  (BRACKETING  AND
MATRIXING)

A full study design is one in which samples for every combination of all design factors are
tested at all time points whereas a reduced design is one in which samples for every factor
combination are not all tested at all time points. A reduced design can be a suitable

alternative to a full design when multiple design factors are involved.

Any reduced design should have the ability to adequately predict the sheli-life. Before a
reduced design is considered, certain assumptions should be assessed and justified. The
potential risk when establishing a shorter shelf-ife using a reduced design should be
considered due fo the reduced amount of data collected compared to data derived

from a full design,

During the course of a reduced design study, a change to full testing or 1o a less reduced
design can be considered if justification is provided and the principles of full designs and
reduced design studies are followed. However, proper adjustments should be made to the
statistical analysis, where applicable, to account for the increase in sample size as a result
of the change. Once the design is changed, full testing or less reduced testing should be

carried out through the remaining time points of the stability study.

Bracketing

Bracketing is the design of a stability schedule such that only samples on the extremes of
certain design factors, for example, strength, container size and/or fill, are tested at all
time points as in a full design. The design assumes that the stability of any intermediate

levels is represented by the stability of the exfremes tested.

Design Example

An example of a bracketing design is given in Appendix Table 1 below. This example is
based on a product available in three strengihs and three container sizes. In this example,

it demonstrated that the 15 mt and 500 ml high-density polyethylene container sizes truly
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represent the exiremes. The batches for each selected combination should be tested at
each time point as in a full design.

Appendix Table 1: Example of a Bracketing Design

Strength 50 myg 75mg 100 mg
Batch 1 2 3 ] 2 3 1 2 3
15ml T T T T T T
Container Size 1060 ml
500 mi T T T T T T

Key: T = Sample fested

Matrixing

Matrixing is the design of ¢ stability schedule such that @ selected subset of the total
number of possible samples for ail factor combinations would be tested at a specified time
point. At a subsequent time point, another subset of samples for all factor combinations
would be tested. The design assumes that the stability of each subset of samples fested
represents the stability of all samples at a given time point. The differences in the samples
for the same finished product should be identified as, for example, covering different
batches, different strengths, different sizes of the same container closure system, and
possibly, in some cases, different container closure systems.

When a secondary packaging system contributes to the stability of the finished product,
matrixing can be performed across the packaging systems. Each storage condition should
be treated separately under its own matrixing design. Matrixing should not be performed
across test attributes. However, alternative matrixing designs for different test attributes

can be applied if justified.

Design Examples

Examples of matrixing designs on time points for a product in two strengths {SI and $2) are
shown in Appendix Table 2 below. The terms "one-half reduction” and "one-third reduction”
refer to the reduction strategy initially applied to the full study design. For example, a "one-
half reduction” initially eliminates one in every two time points from the full study design
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and a "one-third reduction” initially removes one in every three. In the examples shown in

Appendix Table 2, the reductions are less than one-third due to the inclusion of full testing

of all factor combinations at some time points. These examples include full testing at the

initial, final, and 12- month time points as shown in Appendix Table 2.

Appendix Table 2: Example of Matrixing Design on Time Points for a Product with Strengths "One-Half

Reduction”
Time point {months) o] 3 6 12 ] 18 24 36
Sfrength 515 Batchl T T T T T
Batch2 T T T T T
5252  [Baichl T T T T T
Bafch2 T T T T T T
At least 6 out of 12 At least 4
time points out of 8 time
points

Examples of Matrixing Designs on Time Points for a Product with Strengths "One-Third

Reduction"
Time point {months) 0] 3 6 g i2 18 24 36
5181 Batchl T| T T T T T T
- Batch2 T T T T T T
24 5252 [Batchi T T T T T T T
= Batch2 TI T T |7 T T
At leasf 8 out of 12 AT least 6
tirne points out of 8 time
points
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Key: T = Sample tested

Time point (months) 0] 3 6 9 12 | 18 24 36
S 15l Batchl T T T T T T T
Batch2 T T T T T T
5252  IBatchi T T T T T T
c Batch2 T[T T |7 T[T
2 5353 |Batchl T T T T T T T
£ Batch2 T T T | 1 T | 7
AT least 12 out of AT least 8
18 time points out of 12
time points
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APPENDIX 2 TABULATED LIST OF STABILITY INDICATING
PARAMETERS FOR HEALTH SUPPLEMENT

The tabulated iist of parameters for each dosage form is presented as a guide for the

following types of tests to be included in a stability study.

HS Dosage Form

Testing Parameters
" £ - Tl >
2.0 a S| § o | 8 =
W k= - 2 .m TS| € = S 5 [o
- @ o 155l © ‘T - O T | T
o a & O ) e - vy N e
c O ©v) ] ) ..nlv = Q a m|u &4 @
o O < o) 0w c @ 2 ‘0 5 Q.
20 .m [afi] ks > [¢] c 5
ki 5| 29| = g | o 3
T = O o
HS Dosage Form
Oral powder V V v Nl
Hard capsule i V v vV Y
Soft capsule Y vV Y N
Coated and ¥ Vv Y N v N
Uncoated Tablet
Coated and v vV v v v
Uncoafed Pill/Pellet
Suspension v v N y J N V
Solution v J N N ¥
Emulsion V v v V v
Granules 4 A ¢ v V

19 of 20 Version 1.0




ASEAN Guidelines on Stability Study and Shelf-Life of Healih Supplements

APPENDIX 3 RECOMMENDED PRESENTATION OF THE
SUMMARY TABLE OF STABILITY RESULTS

Product Name @ e Storage Conditions D e
Dosage Form D rrresreeensinmeeeenenranaes Batch No. D e e
Strength L TUTUTU Manufacturing Date D it
Container L e Date of Report D rrerrererene e
Pack Size D ererrereressneen e sarnee Period of the study L rererereieea st
Testing Parameters {as Permissible Level Tesiing Frequency (Months)
applicable) {Acceptance
Criteria ol 3ls]9[12]i8]24
Organoleptic
characteristics
AsSsQy
Hardness/Friability

Dissolufion/Disintegration

Water content

Viscosity

pH

Microbial content

Granules/Particle size
variation

Resuspendability

Conclusion:

Prepared by Checked by Approved by
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