FylFo—. b, ~A—Iy bERF x V—HROEREXF YT —, NF—RDy
FIELET, KEENTVABLOLERELTLEIOTHD,

EREAEHTAEHOIOL S RFECE, ML, @EH5VIRECRITIRLE
FERARTVAY, FE, Allyl disulfide i, ¥—V v 7Ly FICEMEN S EE
WO T 7 A FETHIN, BEREAVEESIBRTEDN T, 8% EOEFE
{LEBHES T RILEH(<300 Da)THY . #-T, MI (B CL->THHEEDHER
FERICLABRELSAVOETEB I L5, BE3 0FULEORICITORELT
— R BRI BT A AEN RIS oH D, —2iF 12,000 OEBREASAFMTHET
B EESH (detailed dietary analysis = DDA) TH Y. & 5 — i AMHER
EFNAMFSMINZESL LD THD,

DDA i3, BEOEHEBEMET 5729 1 Eilblo T, HREF RO 14 BRI
bl ARBIL BT RTOAMBRECEMABECESILOTHS (Hall, 1976;
Hall & Ford, 1999), Market Research Corp. of America (MRCA) X, 255 656 mLh
FOESBEEANRIC, B, S4B L UCRHESICRE 12,000 Ok 23R OHS
B, FOBRITHHOICLBSh, EFBLER -V CL o THBENE, RE
DBMEFITIE, BLEHIZONT 4,000 LEDRABRERH o, RGDOAT AU —
BBk . BECHELERE, BXE, BERAS(baked foods)D AT U —L 500
HFHF Y —TT N, HA—U vl 7y FEFEya—be—F—FROEELD
ihebhnkoicani,

ZOMEIX. FABEShEBROBRE, EAMOEREE, FRHTOT L—r3—
DBIZHNVT, BLUES, FE. FoMBERRIC LIHERFOFECSDVTRENZ
Eht, TL—R—ORFENREERBICBTIZLLY, BREFOT L—"—BERDD
DIXEETIH -7, FOEALE, EHBEECHEOCRMIIBTIEGTHOER
LARACBLTWA 7 Lb—_Y 2 MIEVEELL,

LTOF—ZiIx—HEHON R 1CETE 8 OOFFAT v TERLZ Lt LD iR
£#| OAOEL EEAE) OfRFIAHTIEWRMLANE Y HEND, ZIZT,
[EAE LIIBEOEFHEEMESUARTHER LESMELERL, FHERE) LI
BEOEMLEYMEBSRT AN En b BESNEBMETH S,

F—F EEEETAIOFIEL, ERTERERS DO TRH SN, FFITER L HFH
REMNE, 120F— L RA3BEHEEHIC OV TIRE LAY A0 1970 FORET -
& Gk, #FOMN® 2 -2, Cinnamaldehyde ethylene glycol acetal & Allyl cyclohexyl acetate
2. AR AOBDENERITEI ST,

ThBLBDOF—InLELNSIE L HEREET. BRED 99 S—ErFMNVERND
TLickVBRLRE, IFEAYOBRSIIBNT. PAD] B X AFHEBECHATERROHE
FERHFOL~ATESEHENSD,

DDA IS ENAZEBER S B  BREMEEHR LcthoFENFHARE 172, DDA
EOFRERICESE, EREZFMEEHOEMEERIC per capita intake x 10
( —A%S7-0ERE x 10) 2EATILCE-T, BETEAHRENTEDLE
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7o (Rudiset. al, 1984 ; Woods & Doull, 1991), ZOFEZEAOD 10%FETH. 4
MERAEL LTRESNAEFHRSOEEFER LTV B LOEEEL TiFbR B,
ZOBMEBEFEIEMEADOBREHEIC L > TEBAT, o= rETHLERENAZE
BTHB,

RSFEROEMEREL, ERMEORECLYHBHESICAETAIZENTE, &
TERMDER E 7 L= R"—DOHBOEBSPE L ICEMOICITFI Z N TE D, HE
D 1995 FD, KREIZHBIT D7 L— A —BIEEF OAERTEOHK R, 1999 4512 FEMA
LD aE‘ENH (Lucaset. al., 1999),

ZDIFEOHEMIZ. ERD DDA ENLB LML T —Z L OEKIZL > THARETH S,
BEOWIL 1970 BT Lizomd, ThUBROAERFERSLE L 7257 (NAS,
1972),

ERARERECBVWTRELBAIFELMARBET 570, ZhbDF—ZIXEBRICHER
SNEERBFHD 0% THLLRETD (TREOEXOBWET 77 #—086), ug/HHEY
LD — A% h —HEERE per capita daily intake (PCI) 2. EMOFEAE% ke B
EL. 90 EDKEOACE@IL, 2E1FHA) DORRTHEENS,

(kg/F) x (100 glkg)
PCI = = ug/A/R
(210 x 108 A) x 0.6 x (365 H/ME)

CDOEDELTHRENZZPCIIE, SUMASE2BERLEAOEBRREY ZY TIEL O 2
ERELTHLOIC, 10ET 5, PCIx10 5B 6N=F—ZiZ. DDABILELALY
DEVLILICEXORBELRD (R288),

NENHABEORBRE -7 10 BOHEIZHV T, PADI £ L A5HE{EIX. DDA &I
LOEREBLY LHEFCRKLHEEEL 25, £EEOCS 2 2OPH. o Tonons &
Methyl salicylate t=-5u T, PADI #Ei2 k57— # 1%, PCIx 10 & A U424 TR L TV
Do ZOIET, HRAGEMIT IV -CEASNIAEEREOE  HEOBRERT T
PADI R ZL L FETHDHZ L ERLTWS, L LAads, AEEOEN (Bih, allyl
disulfide 72 &) (XU TiZ, PADI i5iX DDA &V b 30 H A KimWEER & 70 .
EEPCIx 108EL Y 3Himp o7, '

RAREFSORBRIZMET IHI L FOREEZBICRBIELE _0OFEIL, BHENT
TRICHEHENREFMVCE I FSM &£ TH 5 (Cadby, 2001 ; Lamke, 2000), =@
Figi, EU 23 2004 5 % T2 2800 DEFRMEEHE M5 &) BEEROFRT & L
THRE SN, I—a v ORNEHREICE, BRGENERK— B ERE (TAMDD /%
A LIESNTZLOMBH LM, i, PADI B L AMELRUEECE S VL

DTHDH, BRAECHEE 31 BORGBUEO L TELHT 5, AFERAET -5
1988 FEXE L A B K EFHE 1988 Dietary and Nutritional Survey of British Adults {2
RHHNTVD 16~24 FOREBUNOSNEINTZLOTHD, ZOF—Ehd, 31
BOFAFIAV—ICBTHMESNLEZREED D VITBDPOZEEEEHICONT, O
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BXNIRE., BESH., BLUOHFEORKBOBRENB OIS, TAMDI #h 53 PADI i
EFRUHBOEEBRENB OSN3, L LETFAREBTIN, 7—F O EHLENRT
ZifThbiuuiE (&328), AL 28 80WEDO FSM EIC L 37~ # i3, TAMDI i
LOWMEELD L SHFE LD LR D (F4BH),

FSM 3 X O 2EBRET -/ BRI EEALEN LD THLH ZLEBELTE
V., —BENTEBHLEYORKBELZERT20IBEFAOEN AL L LEEL
T3, BEERICZOFERMAERTA I LiICd, E4D0BEHKLIF TV —IZBWT,
BMENTEFBHLEYR—RICRKEHEREIND LT BXIEBRINDIET, LVR
KU LBRERENTE S, HOBRE, FSMETTLML B8 LS FOREERLIV
HEAT T — BT OAAFRKOTRBESAENOCS ZERETALMCL T NI L L
D, ERETAKFERL 25, ZOZLREEESKPOBMEEHOREICE IS T—¥
T AEREENRS D, FlziE, Isoamyl acetate *BRAKBSHTHAHBY 7 MRV
OB, TS NERIERTH L Ao TBNEIRIL L2 Y7 FFY 7 0BREL .,
ETOHEGIIBWVWTEHEBETHLLHELTLE Y, RICZOHBROTHICIIT HESN
RBAbL, BHOMERLVLEREDOHIREI 2> TLEI W I BEILRLOLFY T
MR B,

FSM it LTI TAMDI #£% PCI x 10 f& & e84 5 & (4 £8), TAMDI i3 PADI
BICELDHAE LR, RRERCIIRABTRHROKBRITBFFHMEIN D Z LAAL L
{2725, PCl x 105X, FSMEIZEVEHEINERB LA EHB L& B2HO
GHC L > T, FEUTEIDLREERLVZS, FSMEICEHHEEEITZ, DDAEIZESD
10 EOHEOHEEIIHEH OV LERAS TH A,

FSM IEOHFRE BT, PCIx 10 #EMEILX FSM 07— # L IEFITIEVA, 2L D5
&, FSMEOFS 1LHHECBEHENLD L8/ L T 5, TAMDI M EIX PCI x 10 &
(2 LT FSM 0B BRIRET HHE FSM)IIFEFITHEW (F48H), o
&ﬁ%ﬂ%M%KIéﬁEﬁ@ﬂﬂ%@ﬁﬁﬁki(—ﬂbfwé&%?f%éo

PCIx 10 #EELZAVAPIRO—2F, BRONTF IV —ICEIEBREHEREICLD
FEHESHOMUBER OB BB TERLVE{EEINRTLE D LW 3 o FiEIzdE
BYHRERRELRVRATH D, ERFHORBEI. ASERAMITOHBRICHL <
BESNA60THD, EEROLAEEREZIVAEICLIADEE > TEHNIC
EFans, - '

DDAEB LU FSM iEid, REDHEELL, HRELEHOBRRELX L VREMNICEET
DHETHD EERATILNS, DDA BEOXREIR, F—F 2B ERICE LA LFHET
DOICBRLHHESHEILETHS, FSM i, v Fa—F—0fic, 22V E#EL R
REREMELET L2 L0 0BRENZBERSH S, PCIx 10 R, BERBOLNEF—
FICESCHEMRHERETHY, TOKRIL DDA B2 FSM EC LV Bohi-7—%
EFEDRG, o T, PCLx 10 A H R EREHEN T, ERPHALEVTE
HL ERTE D HiEE BiHhd, FEMA @ Expert Panel i, FEHELEHORBEREEIC
HLADRWEEELLTPCIx 10 FEEFHIA LTV 5,
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*®1

DDAEEZHWEELEBREORERT v 7

. Market Research Corp. of America (MRCA) #:0F—# ~N— 225, 14 B b

V. &1 E, FEBORERS (SF) ORFEKRHEBI L,

CERTBEEERSAT I —ICE LT, /5 ABAIC L B USDA O— A5 EXHAD R

FE (=42, SACHETASFOY T LENOBERR),

- ppm/1,000 BLLIZ KD SF HD UM O — AR L ~UL A RE L THE (=4

MEMHPO, HA, ¥ARBERUZEERSO mg/BICE3®, 270, T_T0Y
SF YRS EEF L TWDEE),

- SFOEBRICHZMADEEB L TCOIHER (=48, SAO mg BLIcL 5 SF 75T
BINHHER), ‘

C HA. BABHEBRLEE SF OFRTIEH LT, FOYUACONTAF v 1 ~4 &
YIET,

S BARODWT, HHIZE SF 6 A YUBMHSOERESH (=%A. SAO my &

fiLic &5 TRERESH),

L ATHIECR T ARRE

a. AN BEREFLLIVHERSE) CHTIA-BCHBTAFE—BEREBEOS
FERD. 14 HRO SR Y 2 b OFREREEL T T~ EHE . ESEEE,
NS AN EHET S,

b. MEFOHIZOWVT, A—BICHBTATH—GEREDOSHARD, A—Bicd
TOT~CHEREBE 3R L T~ TP e 0—8HERESEE L T EH1E,
BEREEA—E L FAL L EEHET S,

. 14 B D

a. fSFN (BEFBLCHEERE) o T 14 BROTEEEEREDS
RO, FBARARY A MIONT 14 BEO— BRBEOTEHELZH L. 20 14 B
ROFEEZT X CTERL T, FHE., BEREEA— T ¥V EHET L,

b, FBREFOLIDVWTTEEHEREOSH R, PHEREE O AL+ 2T
HERL, ¥ _TIHErD 14 BMIHERESLEE L T, LHME, SEELHE S
—krIANAEHETS,
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%2 ASERICLIASBEHORERICETS. BRERFSHIE (DDA). —A%LY
WEE x 103 (PCLx 10) BLUTHE— B TR REE (PADD) K& 5

DDA 954%
N—rFA4N %XEER PCIx10 PADI
HEHb e mE (ug/B)  (kgiE)  (zg/B) (ng/R)
Allyl disulfide 1.4 60 13 2,180
2-Hexenyl acetate 14 60 13 1,480
4-(p-HydroxyphenyDbutan-2-one 300 3,930 860 2,690
o -lonone 100 4,430 960 960
Ethyl Methylphenylglycidate 1,500 5,090 1,100 22,500
Maltol 3,600 16,600 3,600 29,200 —~
Eugenol 76 22,200 4,800 6,990 ~
Menthol 510 27,500 6,000 13,400
Black pepper oleoresin 5,800 90,900 20,000 289,000
Methyl salicyalte 5,400 22,700 49,000 37,100
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#3 BRHEEDORBEMEO-DOTLRAHFHEFAHETATY X b,

Lambe £ © (2000)

Cell Variable Input distribution/function
Al BHADEBRE @RiskHistrogram
A2 T = EHTHRMADERDY @Risk Discrete fEBRE(Q X% 0)
A3 BERAFTOFRMEEMITHS 5 ATEEN @Risk Discrete falE( it 0)
A4 BEATOBRHLEHOEE Excel #REBREHK IfA2=1,A30
HL A2 EAEM L 25T A3 B
DEEXZAIL, £5TRVWARHE0
AN
AB BHAFOERLESHBRE O B Bt @RiskHistogram
AB REDEK Excel B3 4 of A5
EXP(A5 & VAR D)
AT BRAFOEFELHMEEYOERFEORE Excel i%E2B% if Ad=1. AG. O
LU AL EAEMN L 6T A8 B
DIEXAFL, &5 Thavighid 0
AN
A8 RamAPLOFMEEHERE, B5% B. C. AlxA6
DREICOOTALI~ATORADAT » 7% AlEAEL ABENEOHEAYRD D
B L
A100 FHHLEWORELRE (mgkg EE/H) (AT+A14+A21+A28--)/60

AT EAHL AFIICHR-TT7TiTEE
ICEAEERRT, EAMENEL TR
Wb EDOEAEEME L T
&, TNOLDOEFEL 60 THS,
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F4 BEBFBLEDOBRLRERE (nghkghE/R) OHD, ﬁ%ﬁ%%kﬁ%

h—BHERERE (TAMDI), PCIx 10 b L UREERIHFHET VI

(FSM) %ZFIH L7-Betb#, BL U FMS O L 25 ED TAMDI
BEXIPCLx 10 DOHEEELB L SR (pFSM>)

FSM(95.7
prsi—E pFSM>
FEHEED TAMDI PCIx10 Y #AN) TAMDI PCI x 10

Isoamyl acetate 1,993 380 36.6 <0.0001 0.0011
Carvyl acetate 193 0.08 0 <0.0001 0.0044
6 -Decalactone 97 140 11.7 0.0011 0.0004
Dihydrocarveol 1,714 0.007 0  <0.0001 0.0019
Furfuryl alcohol 97 3.42 0.35 <0.0001 0.0055
Isopulegol 161 0.12 0.006 <(.0001 0.0007
Acetyl methyl carbinol 225 45.9 15.9 0.0002 0.0054
Allyl caproate 35.5 43.3 34 0.0037 0.0029
Eucalyptol 42,1 24 0.16 0.0007 0.0010
2,6-Dimethyl pyrazine 103 (0.026 0.24 <0.0001 0.0753
Methyl thiobutyrate 16 0.057 (0.048 <0.0001 0.0221
2:Acetyl pyrazine 321 0.98 0.22 0.0001 0.0083
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e 16

Working paper (monograph) format
for flavouring agents

December 2000

These guidelines describe the format of working papers that are prepared on flavouring agents
for the Joint FAO/WHO Expert Committee on Food Additives {JECFA) using the Procedure for the
Safety Evaluation of Fiavouring Agents {(Appendix 1). These guidelines are intended to ensure
consistency in reporting safety decisions and documenting the basis for them. Authors, however,
should use judgement in applying these guidelines to the evaluation of different graups of flavouring
agents.

General Information

A working paper for a group of flavouring agents consists of four sections, the report item
(section 1), the relevant background information (section 2}, the list of references {section 3), and
a list of figures and tables (section 4). Section 1 is prepared with the expectation that it will be used
as the first draft of the report itemn at the meeting. The monograph, which will be published after the
meeting, will include the agreed report item (section 1) referenced appropriately, and revised
sections 2 and 3 based on recommendations made at the meeting. Section 4 lists figures and tables
to assist the Secretariat and editor in keeping track of the working papers, which may be
electronically transmitted in a number of files.

The structure of a working paper for flavouring agents is outlined below. After the outline, the
structure is repeated with specific information relevant to preparing each section. If there is no
information to include under a particular heading, retain the heading with a notation that there is
no information. :

Table 1 is a key part of the working paper because it summarizes the application of the
Procedure and the Committee’s safety decisions for each member of the group of flavouring agents.
Appendices with examples of flavouring agents that have been evaluated using the "A" side
{Appendix 2) and the "B" side (Appendix 3) of the avaluation procedure are attached. Instructions
for preparing the table, which must accompany the report item, are included in these guidelines.
The author is encouraged to refer to a recent report and monograph on a group of flavouring
agents, which would serve as a model for the preparation of his or her working paper. If these
documents are not readily available, please request them from the WHO Secretariat.

In preparing a working paper, it is conventional to list countries alphabetically, In describing intake
estimates or margins of safety, Europe should be listed before the USA. It is also conventional to
describe flavours as “flavouring agents”, not flavouring substances.

Table of Contents
1. Evaluation of the group of flavouring agents by the Committee {report item)
.1 introduction
.2 Estimated daily per capita intake
.3 Absorption, distribution, metabolism, and efimination
4 Application of the Procedure for the Safety Evaluation of Flavouring Agents (Tabie 1)
-3 Consideration of combined intakes from use as flavouring agents
;]

1
1
1
1
1
1 Conclusions
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2. Relevant background information

21
2.2
2.3

Expianation
Intake data (Table 2)
Biological data
2.3.1 Biochemical data
2.3.1.1 Absorption, distribution, and excretion (table(s) as needed)
2.3.1.2 Metabolism (figure(s) and table(s) as needed)
2.3.2 Toxicological studies
2.3.2.1 Acute toxicity
2.3.2.2 Short-term studies of toxicity (table(s) as needed)
2.3.2.3 Long-term studies of toxicity and carcinogenicity (table(s) as needed)
2.3.2.3 Genotoxicity (table(s) as needed)
2.3.2.4 Other relevant studies (table{s) as needed)

3. References

4. List of tables and figuras

Specific Instructions for Each Section

1 Evaluation of the group of flavouring agents by the Committee (report item)

This section is intended as a report item. However, the author should include
references in this section. The Secretariat will delete them from the report, but they will
be retained in the monograph.

Specific meatings at which the flavouring agents were evaluated should be referenced.
Publications produced at JECFA meetings are listed in Annex 1 of the WHO Technical
Report Series (the blue book) and in their corresponding monographs {the yellow
book). References to past JECFA evaluations should be thoroughly checked for
acouracy.

The primary reference for the Procedure is the report of the forty-ninth meeting of
JECFA (Annex 1, reference 131), since the figure that we have included in subsequent
reports was first used at that meeting.

Table 1 must accompany the report item.

1.1 Introduction

Identify the flavouring agents based on the characteristics of the group. Do not list each
agent; instead, cite Table 1 {see details regarding Table 1 beiow).
Cite the Procedure, relevant evaluations conducted using the Procedura, and other
relevant Committee evaluations that resuited in an ADI, or not.
For example:
“The evaluations were conducted according to the Procedure for the Safaty Eval-
uation of Flavouring Agents (Annex 1, reference 122)."
“One member of the group (name it) was evaluated by the Committee at the
twenty-third meeting, and an ADI of ........ was established.”
“None of these agents has previously been evaluated by the Committee.”
Note special considerations, if any (e.g., stereospecificity relevant to toxicity, exclusions
from the group, etc.).
Mention the natural occurrence; however, details including quantitative estimates and
consumption ratios should be given only in section 2.
For example:
“Thirty-two of the x (state the number) flavouring agents in this group are natural
components of foods. They have been detected in berries, coffees, and meats
(CIVO-TNO, 1996)."
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1.2

1.3

1.4

1.5

Estimated daily per capita intake

Key information on individual flavouring agents from Table 1 and Table 2 is high-lighted
in text in this section. Note that Table 2 (see part 2.2, Intake data) does not accompany
the report item.
Report the annual volume of production (i.e., poundage) for lead substances in the
group (i.e., individual members of the group of flavouring agents with high annual
volumes of production).
Report intake for lead flavouring agents in terms of pg/person per day so that intake
can be compared with the thresholds for human intake. In this section, do not express
intake on a pg/kg bw per day basis,
The appropriate citations include IOF|, 1995; Lucas et ai., 1999; and, NAS, 1987
Atthe end of this section, refer to Table 1 for the intake of other members of the group.
For example:
“The per capita intake of each agent is reported in Table 1.”

Absorption, distribution, metabolism, and elimination

Provide an overali summary of the most pertinent information and data.

When considering flavouring agents with complicated structures, figures providing
metabolic schemes may be provided.

In Table 1, include a column with “Comments” on metabolism if such information is
necessary for the evaluations. This may be especially relevant for Side A of the
scheme.

fn some cases all of the available information on absorption and metabolism may be
inciuded in this section, in which case there will be no need to include section 2.3.1.

Application of the Procedure for the Safety Evaluation of Flavouring Agents

The Procedure must be applied to each individual flavouring agent in the group.
Pivotal toxicity data, as required, should be presented. However, study details should
be provided in section 2.3.2 of the monograph for all available studies whether they are
pivotal to the evaluation or not.
Provide a step-by-step evaluation for members of the group. Use wording that is the
same as the wording of the questions that are asked in applying the Procedure.
In Steps A3 and B3, express intake as ug per day in order to compare intake to the
human intake threshold for each structural class.
In Steps AS and B4, express intake as pg/kg bw per day in order to compare intake to
the NOEL. Do not provide study details here. In Step B5, express intake as ug per day
to compare intake with the value of 1.5 ug per day.
End the section with a reference to Table 1 (see Formatting Table 1 below).
For example:
“The intake considerations and other information used to evaluate xxxx according
to the Procedure are summarized in Table 1."

Consideration of combined intakes from use as flavouring agents

Comment on combined intake for the whole group or a subgroup, where appropriate,
in relation to the relevant human threshold or a relevant ADI.
For example:
“In the unlikely event that all xx substances were to be consumed concurrently on
a daily basis, the estimated combined intake would/would not excead the human
intake threshold for class x.”
"The estimated current intakes of xxx and xxx are below the individual ADIs
previously allocated by the Committee."
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1.6

241

2.2

2.3

2.31

Conclusions
+ A statement should be included to address a new or previously established ADI, as
appropriate.
For example:

“The Committee retained the previously established ADI of xxx for xxx.”

+ The conclusion should be general and not reiterate information in the steps.
For example:
“The Committee concluded that {(some or all) the flavouring agents in this group
{(name the group)} would not {or wouid) prasent safely concerns at the current
levels of estimated intake.
“Other data on the toxicity of xxxxx were {or were not) consistent with the resuits
of the safety evaluation.”

¢« A monograph summarizing the safety data on this group of flavourlng agents was {or

was not) prepared.”

Relevant background information

Explanation

¢ Section 2.1 should be included only if further introductory information not inciuded in
section 1.1 is necessary. N

Intake data

« Table 2 is the focus of this section.

a The annual volume of production in kilograms should be provided in Table 2.

¢ Intake values given in Table 2 should be expressed in terms of p.glperson per day and
ug/kg bw per day. Both expressions are needed to conduct the evaluations.

« Table 2 should also include information on natural occurrence and consumption ratios,
if quantitative data are availabie.

+ Regarding intake estimates:

(a) Intake estimates generally are derived from surveys in Europe and the USA. In using
the survey data, it is assumed that only 60% in Europe and 80% in the USA of the
total amount of each flavouring agent actuaily used is reported

(b} In estimating intake, it is assumed that the total amount used in food is consumed
by only 10% of the popuiatlon The popuiation of consumers is assumed to be 32
X 10%in Europe and 26 X 10% in the USA.

(c) The intake calculation is as follows:

intake annual volume of production (kg) X 10° (ug/kg)
(sg/person =
per day) population of consumers X fraction reported X 365 days

)

Biological data

« Tables are appropriate to summarize biochemical data and toxicological studies
(typically studies of 90 days in duration or longer and genotoxicity studies).

s |f data are available on only a few substances in a large group, it is appropriate to list
only those substances on which data exist in tabular form.

Biochemical data

* In some cases, all the information on absorption, distribution, excretion, and metabolism
will be included in section 1.3, in which case the information should not be repeated in
this section.

2.3.1.1 Absorption, distribution, and excretion
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2.3.1.2 Metabolism
= When considering agents with complicated structures, figures providing metabolic
schemes may be provided in this section.

2.3.2 Toxicological studies

s  Within each subsection listed below, discuss each flavouring agent for which there are
data separately using the name of the flavouring agent as a heading.

» Study details should be provided in this section for all available animal studies whether
they are pivotal to the evaluation or not.

¢ When animal studies are described, the descriptions should follow the same format as
used for toxicological monographs for other food additives. It may be necessary in some
cases to indicate the adequacy of the studies described.

* The data described in the text should also be presented in tabular form. The JECFA
number, name of the flavouring agent, test species, sex, number of animals used in the
studies, route of administration, duration of the study, NOEL, and reference should be
included when the data are tabulated.

2.3.2.1 Acute toxicity

* In most cases, a brief paragraph describing the range of LD sy values in various species
will be adequate.

s At the author's discretion, study details may be included or the data from acute studies
may be presented in tabular form.

2.3.2.2 Short-term studies of toxicity
s Include all repeat-dose studies less than one-year in duration in this section.

2.3.2.3 Long-term studies of toxicity and carcinogenicity

2.3.2.4 Genotoxicity studies
» Ingeneral, the usual tabular format described in the guidelines for the preparation of
other JECFA working papers is appropriate.
¢ |f the author believes that the information given in the table is too cryptic, more
information should be provided in footnotes or in a discussion in the text.
« Provide an interpretive discussion of the data from genotoxicity studies in the text.

2.3.2.5 Other relevant studies

» Examples of such studies include reproduction, teratology, human, allergenicity, and in
vitro studies,

3. References

4. List of tables and figures
» This listing will be deleted from the finished monograph. It is included for the con-
venience of the Secretariat to help assure that all parts of the working paper are
received, photocopied, transmitted, etc.

Formatting Table 1
Examples of how to prepare Table 1 are provided in the appendices. in each case, however,
Table 1 should be tailored to the relevant steps in the Procedure. The use of headings or footnotes,

as appropriate, to reduce the number of columns or amount of repetitive information in each column
of Table 1 is encouraged.
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Table title-column headings:

The title of the table is typically presented as follows:
Table 1. Summary of results of safety evaluations of xxxxx’.

The footnota in tha title should indicate steps 1 and 2, if necessary:

{a) Step1: All of the agents in the group are in structural class xx (Cramer ot al.,, 1978). If
all of the members in the group of flavouring agents are not in the same structural class,
there is no need to indicate the structure class in the footnote; in this case the
flavouring agents should be grouped by structural class within the table.

(b) Step 2:All of the agents in this group can be predicted to be metabolized to innocuous
products. (If a simple statement cannot be made, see column 4 below.)

Column 1 - Title “Flavouring agent”
A previous ADI that is maintained for a member of the group should be footnoted on the
name of the flavouring agent in Column 1.

Column 2 - Title "No.”
This refers to the "JECFA number” that is assigned to each flavouring agent.

Column 3 - Title “CAS Number and Structure”

CAS numbers and chemical structures should be included in the table, either in the same
column or in separate columns. If the author has difficulty incorporating structures into the
table, a separate figure containing the structures should be included, and they will be
incorporated into the table by the Secretariat after the meeting.

Column 4 — Step 2 - Title “Predicted to be metabolized to innocuous products?” - Yes/No,
if this column is needed.

Column § - Step A3/B3- Title “Does intake exceed the threshold for human intake?” -
Yes/No; include under this daily per capita intake in Europe and the USA — use ND for “no
intake data reported. A footnote to the column shouid be included that provides the human
intake threshold(s) for the structural class(es) relevant to the table.

Column 6 — Step A4 — Title "Is the flavouring agent or are its metabolites endogenous?” -
Yes/No, or NR for “not required”.

Coiumn 7 — Step A5/B4 - Title “Adequate margin of safety for the flavouring agent or related
substance?” - Yes/No, and give the NOEL and safety margin.

Column 8 — Title “"Comments”- include pertinent comments, if this column is needed — If
appropriate, use Note 1, 2, 3, etc., defined in the footnotes to the table, in each coiumn to
avoid langthy tables with repetitive comments.

Column 8 — Title “Conclusion based on current intake” — No safety concern/other conclusion

Notes at the bottom of the table

Provide an explanation of abbreviations.

Provide information on Step 1 (if required here) and Step 2.

Step1: All of the agents in the group are in structural class xx (cite Cramer et al., 1978); give the
human intake threshold. If all of the members of the group of flavouring agents are not in the same
structural class, then group them by structural class within Table 1.
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Step 2: All of the flavouring agents in this group can be predicted to be metabolized to innocuous
products. If they are not all the same, Column 4 should be used.

The thresholds for human intake for class(es) |, I, and/for Il are xox
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