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Metabolic studies Toxicological
Target Species < Laboratory Animals - --- - > ey
Residue
Studies
! 4

| Consumer Exposure

Proposal for MRLs
and withdrawal time

BRPFGE © Guidance for establishing the safety of additives for the
consumer (EFSA, 2012) ¢

}1—' Proposal for an ADI |

B— sRANMRERRETEER

Phase I — Decision tree

Is the additive a physiological/natural
substance of established safety?

1
v
| Is the additive intended for non-food producing animals only?

B
[

; 1
» w

FOR ADDITIVES USED IN
TERRESTRIAL SPECIES

Has the additive a PEC in ground water Has the additive a PEC in surface water
20,1 pg/l or PEC soil 2 10 pg/kg-? 20,1 pg/l or PEC sediment 2 10 pg/ kg?

e s = e

r b r r
STOP PHASE II STOP PHASE I

ZF : PEC(predicted environmental concentration) 5y AJ {587 B 55
& o
BB AR R R (R H 3 - 2017485 H4H)

FOR ADDITIVES USED IN AQUATIC
SPECIES

B= EFLRINMERE hohase |

W Se R A R - HEREZ/ LA R R R ET
AP - Bk DRI R SR H R - EFSA 1Y
B RHAS N/ )il (FEEDAP Panel) i B SR A5 87
FIEE BhPVE R AME AME - RIEVH (57
HEE)  RERAN 38 BB ARHEE 5
B REE N £ APDEEEERE
%

sall

B A AE A2 3R B RS I = R B R RCE 1 R
10 %) (Sensory additives) &1 HY 7 Bf 7 (Flavouring
compounds) %8 Hl] » Ml 35 A H 35 & PR Bl LS Z 3
BRI TG DL 2 B IR & 7 B s A NY) (Zootechnical
Additives) - RMAEE R R EERITERZHEN
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FHETT L ZIERHERTRR R R e R £
EFSA BERREIR A A H LAY ZE I A& R E

LA s FIE R - Bl EFSA ZERETEHR I /Nl
(The Panel on Additives and Products or Substances
used in Animal Feed, FEEDAP) {74 TAF -

5 EFSA %5k FEEDAP R 2B E ) B £
Ny L& g /N & (European Federation of Animal
Feed Additive Manufacturers, FEFANA) §g it .2 B
AIEVEER YR B - 2 H st W E A Y E R
IR e B SCRCEE B 0 B B A
B BT Ad 2 nTRE R « [A] [k FEEDAP Z 58 FH A i
BR N W FE R G I T I 52 IR 2005 4
#% 5% T Study on the assessment of plants herbs, plant
herb extracts and their naturally or synthetically
produced components as additives for use in animal
production; » g% {5 AL K AREYE AR BN V) B &
FRAEYE R > GRS RS LR AT R 42 FEAEY) (R—)
LRESE AR AasaEE HY o8 EHY)
1t 2 (phytochemistry)~ % B 2 (pharmacology)-
et EERPTRE R BB 228 HEM I
2 DK B L 2 -

x_— WEEENMMZA25E1EY)

1 Yarrow, Milfoil FEE

2 Onion HE

3 Leek R

4 Garlic Kin

5 Aloe EE

6 Tragant B=E

7 Borage HREE

8 Marigold, Goldbloom SEIE

9 Common celandine HEX
10  Oregano, Spanish mF4E
11 Echinacea SRHETE
12 Eucalyptus L InF4E

Achillea millefolium L.

Allium cepa L.

Allium porrum L.

Allium sativum L.

Aloe vera L., A. barbadensis, A. capensis
Astragalus gummifer Labill.

Borago officinalis L.

Calendula officinalis L.

Chelidonium majus L.

Coridothymus capitatus, Thymus capitatus
Echinacea sp.

Eucalyptus globulus Labill.
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13 Fennel, bitter EEE Foeniculum vulgare Mill. ssp. Vulgare

14 Wintergreen RE Gaultheria procumbens L.

15 Gentian BEME Gentiana lutea L.

16 Lavender BIRE Lavandula angustifolia Mill.

17 Lavandin FEEENRE Lavandula hybrida (L. angustifolia x L. latifolia)
18  Lavandin EEENRE Lavandula hybrida (L.officinalis x L. latifolia)
19  Spike lavender BEENRE Lavandula latifolia L.

20  Lavender ERE Lavandula officinalis Chaich.

21 Macleaya, Plume poppy % m Macleaya cordata ( Willd.) R. Br.

22  Camomile, German EEEHE Matricaria recutita (L.)Rauschert

23 Japanese mint BAE R Mentha arvensis L.

24 Pennyroyal EZEH Mentha pulegium L.

25  Spearmint TR RRE AT Mentha spicata L. var. crispa

26 Peppermint ERHGE T Mentha x piperita L.

27  Oregano G Origanum dictamnus L.

28  Marjoram EAM Origanum majorana L. (Majorana hortensis Moench)
29  Oregano =2 Origanum vulgare L. spp.

30 Parsley EF Petroselinum crispum Mill.

31 Parsley &R Petroselinum sativum Hoffm.

32  Anise, Aniseed BE Pimpinella anisum L.

33  Black currant HREEE Ribes nigrum L.

34 Rosemary HEE Rosmarinus officinalis L.

35 Sage BREE Salvia officinalis L.

36  Milk thistle ZLE) Silybum marianum L.

37  Thyme BEE Thymus capitatus. Hoffm. & Link

38 Thyme BEE Thymus vulgaris L.

39  Thyme Spanish ARFEES Thymus zygis L.

40 Catsclaw EENIINES Uncaria tomentosa Roxb.

41 Stinging nettle i Urtica dioica L., Urtica urens L.

42 Valerian root e Valeriana officinalis L.

BRI ¢+ Study on the assessment of plants herbs, plant herb extracts and their naturally or synthetically produced components as additives for use in
animal production (2005) * B &I FE e AR MR 78 S h g% b L EE T o
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food or ingredient (e.g. garlic

1LEEAMFER 2.8 4R
i RERTN REFEYN
1. lsthai 2. Wil the proposed use No
pm:udamu Yoi lead 10 a significant |- .I |
traditionally used in food in .| increase in intake
the same lorm as in the compared with a high
S ol 88 v
percentila)
IEFHMERY No traditional ingredient or
ZERRSBEIN product?
3. Is the product o 4. Will the proposed use No
ingredient an extract or lead to a significant
derivative of a traditional Yos mamlar:umm —.El

oil, rosemary extract, tea percentile) or Yes
17 bicavailability of relevant
P e |
with the traditional use
5 R ETRERME Dy SO conforan 1
e I
5. Can the product or Yeos
ingredient be compared to 8
traditional food except for '_"““"I :
specified differences?
CETATEMS No TRECEEE
HEEIESE £ ] I 8. BREREIFR |
6. s the product or Yeos 7. Are the active Yas 8. Are thera any
ingredient a plant or portion principles indications of
of a plant with a history of "| identified or | adverse side-effects
use as a herbal medicing? charactenised? in madicinal usa?
No No No Yes
r L 4
[ ]

Scheme 1. Decision tree 1o assist in determining the nformation that needs to be comidered for the safety evaluation of o botanical ingredient

or product. Information required on herbal product as indicated by exit point of decision tree: A — L, 1L, 1L IV; B - L, 11, HL IV, V1, VIL, VI (01X}
C -1 0L 0L IV, V: D - L, 1L, 10, 0V, ¥, VI, VIL, Vil (IX); E - L 1L @51, IV, V, VI, Vil Vi, IX (particular emphasis on the reasons for, and
significance of, the differcaces from traditional comparator ¢.g. changes doc to proccs) F - L 1L 1L IV, ¥, VL, VIL VIIL IX: G - The produst

needs o be characterised before a spocification can be produced and a safety assesument made for its use in a food or as a food supplement: H - Do
not add to food or use in supplemenis ail intakes comparable io nnd-nml use withowi a comprehensive risk: benefil analysis, Semmary of informa-
tion required to demonstrate safety of botanical food ion of the i or product; 1l - Details of the source organism
{Genus, specics, portion of the plant consumed ;111 - Evidence I'nsm previous human exposure through food and or other sources; IV - Extent of
use and estimated intake: V - Technical details of any processing and stability in formulation; VI - Nutritional ascwment (including asscssment of
any cffects of the active principlkes on the bioavailability of other dictary componentak VII - Toxicological asscesment (including asscssment of any
eifects of other dictary components on the bioavailability of the active components): there is not a check-list of exsential toxicity tests, and the studies

¢

performed should be selected on a case-by-case basis: VIII - Human clinical data incloding variability of response. adverse effect reports and contra-
indications; IX - Ancillary data (mode of action of beneficial effect 1o allow consideration of special studies, aggregate exposure, susceptible groups

).

ZRIA R  Study on the assessment of plants herbs, plant herb extracts and their naturally or synthetically produced components as additives for use

in animal production (2005) °

B = SchiterZ A(2003)5%51 2 REEE

A bR R L A R B 2 Rk
BivL 2R e EEAZ 2 b TR R HERE
REEEREY) CHEH N En 2% (HDRHEHSR
Y. B HERT I - BEAR ERTARIR AT FSER (&
I G AR EER) - CHEEAEYIIE A
LZEWE—E T ERZHAFHNBIRHEL R
wESZ2H (A EREEFIARCR) - MRS
AR AR B e FRE A -

R4 2 b B A DU E A A
fER B R Sl TR RY 2 = E RS 2%
Schilter A (2003) 3% &3F. 2 PR oS ([ =) - ARIRHE
R SR S AKE I 73 T AN FIRE A - TRk Bl A ERTE
LG R LB () -

bttt g Er SR (it EFSA Ryl 2 fE A4 RETEHAR
V)< %G Tar - R 7E R R385k % - EFSA
IR Fs B L B A L B R N9 < R P R E A RR
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= REMFMEEZEE (AREEE->S A->H)

| —Specification of the ingredient or productf}5ef & &
R

Il — Details of the source organism (Genus, species,
portion of the plant consumed) /R4 4) ¥ HE (B v
& « FEHEBAL)

Il — Evidence from previous human exposure through
food and/or other sources A AR s Z @ EHMHIZHE Vv
ZiEE

IV — Extent of use and estimated intake{f 2 /E & F&{d4
BAE

V — Technical details of any processing and stability in
formulation{E (Al /i TFIFETE 4 Z 2 filTHH ER

VI — Nutritional assessment (including assessment of
any effects of the active principles on the bioavailability
of other dietary components)
EEML(BEMLEE R HEMER K22 £
B2 E)

VII — Toxicological assessment (including assessment
of any effects of other dietary components on the
bioavailability of the active components IR (H,
FERMEEMER A HIE R ENFRE 2 E)

VIII — Human clinical data including variability of
response, adverse effect reports and contraindications

NBERABUR(BERENE L TRIRE ERRES

IX — Ancillary data (mode of action of beneficial effect
to allow consideration of special studies)## B &5 (15 5%
METEEERRZIERAN)

v)

D E F G H

v v v The product Do not add
needs to be to food/feed
characterised oruse in
before a supplements

v v vV specification at intakes
can be comparable
produced to medicinal
and a safety use without a

v v v assessment comprehensive
made for its risk: benefit
use analysis.

\ v %
EEREEM TRIAMEIR &
EITREFME(- /BRI SRS

v v v Xzl BEH REREIRER
ESETERE  HERERNE
S 2o [RIEETE

EAYE PR BRI 2%

Y o

\ v v

\ v v

(v) v v

ERlARE ¢ Study on the assessment of plants herbs, plant herb extracts and their naturally or synthetically produced components as additives for use in
animal production (2005) > & &L IR SE Rt IFHL EE SET T TR LR o

FA RS B IAE - SRR%TERI 2 2018 4 9 AR
= WL HAMEERERRIIY < & 2 1EHEEE
T EAEH AR Z BRI 7 JE P (4 -

3. HEVIRIFE ) SR I F Rt il Fe R & 28 2= PERFAL

fHFE

g

EFSA 1A 2009 EHikfz Guidance on Safety assessment
of botanicals and botanical preparations intended for use as
ingredients in food supplements (2009) - LI5S B AEY)EL
TV STRIFORET T 2 2 MR R AR SR B R FR 1

- iEF RS A R TR (HE R
A5 i S R 58 P A B R B e 3 5 P I AL
VY ERAEY) SR - M ik DB R BN B2 2R
e

EFSA MR B G IRBHEHY K HAZYEZ
ATAHER R — AR L 2 RS G R 2
Jiik CEIY) - pbiama IR it — =R e DU Bt
sefi R IEYI R 1T & 2R A 2 B R E Y -
i3 b7 - EFSA feifg K BV HIIRE &
afle MGEEH S ATRES B R FREY B A TEY) -

6 RBEEREEST



Assessment of existing data related to the preparation
(level A }

Safety concern No safety concern
Need for further data

Evaluation of additional data related to the preparation
(level B assessment’

)
No safety concern
oL

ZF : Guidance on Safety assessment of botanicals and botanical
preparations intended for use as ingredients in food supplements
(2009) °

LEMEFHMLEERETA

% F #w S {4 (Compendium of botanicals reported
to contain naturally occuring substances of possible
concern for human health when used in food and food
supplements) 71 AR B AH Bl & 5HUE BABE 8T HLEHEY
FERE BB P RE B2 MR 2 AEY) - hiaSdns
MRz 2 EHERER2% -

(1) Level A
Level A ZEHli st ¥ A ZRIE2HIE - FHLZ
AFHEATR
A BEFE R Z e EdE - T R=:
B. R EE R T EHEER T &Ml
FRRES 2 i &
CERAZEZRBEVEZZBEE(LS
Threshold of Toxicological Concern (TTC)~
acceptable / tolerable daily intake (ADI/
TDI) Margin of Exposure (MOE))
(2)Level B
HATFE Level A TR 2 & & MEaFEEUE B¢
REfdElEaftmIEAEEN L2 HMRERZ
(i &% HIZEHE A Level B 222 3Tl » HFFHE
ok CUUNEE - VeIl
A. 3 Y 8 JJ B (Toxicokinetics including
metabolism)
B. R FH MBS (Genotoxicity testing)
C. miE M43 45458 (Subchronic toxicity testing)
D. HAth 5

*x= LREMFHMERE

2.1.1. Technical data i &#E

2.1.1.1. Identity and nature of the source material [} 8 B4 &5

2.1.1.2. Manufacturing process&43& @52

2.1.1.3. Chemical composition {t22#H Rk

2.1.1.4. Specifications 1%

2.1.1.5. Stability of the botanical or botanical preparation used as ingredient in food supplement &

EME

2.1.1.6. Proposed uses and use levels {£:% & R{EIE%E

2.1.1.7. Information on existing assessments IR HF L FEREEEN

2.1.2. Exposure: extent and duration RE72E BIFERFR

2.1.2. Toxicological dataz 12 &5

ERIACE ¢ Guidance on Safety assessment of botanicals and botanical preparations intended for use as ingredients in food supplements (2009) °

EAET: & E(EEIY) 2019 NO.6O 7



il | MACRO TRENDS B

Q) LaRth EIeEy
HARH B IR s I / B2 EEER
B BB R PR R EEN BT R
FEMR I - T BRBR IR T S SRR 25 2 FH G R S E
FrHEESATT
A BHERARYE AR WO PE
BEVEEEZED
B. —LEBUMBIZRATCRT / HEE AV Bedh
P& - B A AR B R BT E L P ZAE D)
C. B EHEH M & BN EY B R AR
R B hEERE WITREEE - 2K
HE &SV RE BRI HEIEEE - 5
ZEYIEEH S E A AV
D.ITACE BB B R KRR I )
E. (RS MBI ER A IR 2 1EY) - THE
RTINS EY) (R TSR

BRI ZAEPIER)
HAhE 5 A8 A RE LA N S RS IR E
(=)

HHE BRI E T 5 B RHAS IR bt E SR
o REE A EREN RS R A ER,
FHAE R AR B A B i R AR & R B T 400
fi e MR BERT 6 F IR SRS Z BRI > 356K
ARz Z A58 - (2 BT RTZAEA SR R
GRS PR ACHR A B R A -

PEACHEE R bR 7RG &% IR EEHE
Ko BFEFGRIE REHIRFIEEFEESN FrRHE
FHE Bl kan AiRE - BAER ARk
o LR RSB E S BLME . sEY e
TEHRE  EAEE - (PR EREEREERS
HEFAHEEA R DEFRERESREE £E
BGETE M EMREER RS W ERER R
Erbfg RS AREREERE - FIEMAE UK
SAEFCE AR RAEETR R TR TRINETTE
REFR PR RSEETEEN B

BT EMERERHER R RS T LR RHER
Sty ) (IR REVIM S IERHESR S - SR
ERFEERS . NEAREFERSES)  EFEdt
AZAT BN DRI E R P R B mT e AR (RS

R B TR HE RS PRl E (PRl A E)
MRAEAL T =B ) PR (K SR R 5
)~ BB BRI -

(Z) =R

IERIEA R EE I RRER  BERNEA (Feed
Regulations, 1983) H1ff] Schedule V IE [ F41 Al fi#
Z BB KR8 T RG-1 Regulatory Guidance: Feed
Registration Procedures and Labelling Standards -
HUE Schedule V FRERRIMERZHEM R ARV IFE 2
k73 °

M A 2017 & & IE 2 "Food and Drug
Regulations | - FEREE R ZE S (veterinary health
product, VHP) i AZEH - VHP FEHIAMERF sl (e 1
EBNY R E ) < (R R B g - e R - T
PrekiGEBRR R R (dosage form) {EJE\fe i VI E
/ 359 HARaHE RARTEY) -

#R #% Food and Drug Regulations > H Fij 15 A
R VHP 2 & B R BGHE & (Notification) il & » il
BfE A TR IEERYER (List C) HZZHEY)
B EHRERAARYIRIEERYERIYE - FainsE
REAERHGS - HFTFR R0 T

- BEmEER D HEEE -

- [EFRE ORISR AR R R e TR
W ASHHE R — B R R B2 38 48 S & ] 38 AR
m RSB 5 PR BT AN B E B Py sl A\ SIS
R

R R EHR T Y EEN EYET A
JE F00 o8 FHFRE B2 0PI RE B A KE AN B ) BT ] 7
AR B TE D 1 R H AT TR -

- HERRD FARE HAER N RE G
EARFM IRFRIC sy 1R B A TR - ST ] B
DRSNS E H s e
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5 B B AT 0 L B B RN Do H IE
FHN R EE Y - —F GRAS(Subtances generally
recognized as safe) * 55— Ry .2 BRI ©
SE B B R 0P W) B 35 i # fY GRAS (Subtances
generally recognized as safe) ~ ELfA 1958 FERTHAE
R BREE R Ry GRAS » B r] HLE (] - $2H
GRAS HEEEZNAEEL S B AU 727
HHYEE AR B R E R T fR
VAP 2 BT RE TR E R R S AR
HE -

(@) AR

T R R B T A T O etk
DR KO EOUGEZ I 515 FHAMHEM
BRI INYIE R S ATBOR R S8R R AHBAN 7
SRIMT - BEMOKEE B St B4 2k 2 B R &2 i
BRI E SR 2R AR R A SR ARZENY) - 3
IR R - BIIESZAEE Ry BRI P - Hor
RIEV R KRR EYZER Y IR EE " RARYECR
SRZERY) 5 - Rl FERF T RAREAEY) ) SR

W

X

B} Wl — i B I AR -
7 HAS R D70 22 2= PR A5 1E H 5 H AR E)

VAR BIEE  HIREYIEREIRT I B
VIBUERR7E 5 -
fEiaa

b & 36 k& B R 4 A L R A
AN BRI Ry & TR RS AY — 2R AR A R A &
PIRIEREL s BERAR IR T i sl E R R L
& QAT RS B DDA Ja b Bt o0 B R AR T
PyATRE S RRATRERE - F 25 B E B B RN ) 2 B 2
ad o T B BRET AN & SR BRI D7 B i
B FF RN E RN INYIRE 2 g - 54
REVEWR VAT AL EE AR L HEF
2t H L R BT INY) - RSB L A
WIEE AL T AT > (EZ AR IAREYI(E Ry
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JEb e DHERF GBI R R ZIB I N5 i

BRI B -
F B OBCBENER SURREZRRREDL BXRCE
RIBEE SEIEEMER EVRREZRREDL RE
R RENRHRRER BRR

WEIE RERRARER SWREHREA 8RR
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