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90¢ = F0f SHAIH JpE lipl XtE CHYS 2k MY 2 OECD TG 408
t S 25 o4& HE OECD TG 471,473 &

STU=ZMAIH Ames test, Chromosome Aberration &
24 EMAIE Orally administered LD50 S OECD TG 420/423

NOAEL*"(No Observed Adverse Effect Level, Z|CH2EAI22F) 0j2-92 2E 7|
2| 4+ (EF2]: mg/kg bw/day) e

M4

<HE 13> NDI QP HIIE flet SYAL = R 7|E

Key Point _ o
NOAELE 0|= EDI(Estimated Daily Intake, 2@ MF| =X=F)Q} H| 1m0
HHEA| AFSEICE

@ NOAEL-2tH 2 (Margin of Safety)

orHd 2Y2 NOAELL} XQHE! 95| =& 2 QPHHS 1 25H{0f STt
S 20| w2t =H|3H0F g Ateto] Z2tx|nd, ofof et XXl L2 Of2 2ol F2[SHRICE

g

- Zh =0l ChHeH NOAEL 2! ADI(Acceptable Daily Intake, 455122 E H&tLL
NOAEL 8 2717} &l =8 HIO[ELt 244& 2F

- 2} Bl= 0| QRAA0f| Chfet 2719 A{0[2EH|2| R o] = DIE +~ U= 2E Bz

NDI 2|2 A=z Ao|o| S&/d=2E 2t dE

- LIS Y= Zeloh 40[E2EH| 40| Yro|8 S0 Jeks DIxl= 82 s Hz2l 12

oot

R 5| 72 A 0[2 S2 J[et OFxiA 2700f 712551 18] 4% 4701t B2t
Bl A4
HIAJO|IEE AFRE AZRIIE, - 718N &9t 018 Asists o W8 Y 5 21240 7|5 MY
M2, GRAS 23 - MEHIIZ/AMB/GRAS TFHOIL TA 5 BT HE

wl, LIS T 22 39 27+ M| Wesitt
- A8 UM Fef HTHl|A ARl S/ 2| 20| &= 2
D ZEAILE BTN, MY A B 7L B|A0[[E7HIF = MU 55 ST =M SiLt 02| Yz oS

HizE OfX|7t Q= 4, O[] CHEt B4 e

- Al0|2SH0f EXst= 0 f=7HADIO| 28et +E2 2 EXliot= 4%

—
AEF U CH2 B320) Slg 227t Exfsh=R| gel
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QA olgsh HiRF 20[, NOAELZ} EDIC| Hluw = =& Q| oMM E HItst= O] QU0 ™ol Z2H7t =T
MIE LHE 2 Ofef = Oof| MIA|SIALY.
LHg |2
TSI M| L Aldliot =M ARZEE U2 =40
NOAEL LIEILIX| o= X[CHEZ £2 & YUY MF 2K (total
daily intake level)
- A TMof| Kokl Ar 2718 OfL|2t CFE 40| 32¢
- OREHO &8 25 112510 AHst o L
Z MF K (mg/Y EEt mg/kg/Y)
- ADIZ Z=1lstX| 92010F St
- NOAELT} EDICREE AESEl 202 NOAELO|
ADIL} 2EBH=KIE LIS X|E o)
orFo] 108H2] QHE oS
- NDIL} Al0|2EH|2| EDIO| CHEH NOAELS| H|E 2 Aot
- YHFM O Z Hif4~ HSI2 HH
o)
obEM B | AEEl EDIQF NOAEL H|m NOAEL = 3,000mg/kg,
oS © _ otxiot = NOAEL / EDI EDI = 0.014mg/kg,
- OFF2] = 3000/ 0.014 = 2.1 X 10°
- MF| A PRISHHEE-E|C) MFE E4TT08)
FEIAR | o= Atg 0|28 gAF METHH|R
- E-Jefm 82 A| AIARKF O[SHE 1
<H 15> NOAEL-EDI H| W E S5t otF M It
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[ADI 7|4l

ADI = NOAEL / 28} oFx1A|2*¥(combined safety factor)
=5t OFXA|A = Ufintra® x Ufextrap®® x Ufinter®”
O Al: ADI = NOAEL / (10 x 10 x 10) = NOAEL /1,000

[EDI/ADI H|E]

EDI/ADI H|Z = EDI / ADI

(OdlA]: EDI = 0.014mg/kg, ADI = 1.5mg/kg, EDI/ADI H|& = 0.014 /1.5 = 0.01)
EDI/ADI H|Z0] 1 0[5t0[H 20| Mt ZH-hE

DSAEIIES F0) x| 5T A NOAFL AFE A[31TH =0

[

—

S AR ZEO Xto|2t Al 2t RIZE X 2, AZEHVIE/ME R SE& 2|9fF S| ADI AltshE ol AHE
AfEh 7HA| 2 #10[2] SRty #10]. YN o = 10

oHe £ ?Ied 052 2lsh ofotd SYAIE 21 AI8ste 89 YEH o= |4 10

o S=S@)0l| tiet of2ty SYAIY Z2atet Algsths 82 7t et 2 HE

S0 AR oifg mio] & 7t 2tdd dEHo= 10

= thel(mg/kg bw/day)2
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Q@ oI AlE Xt=2 2! MF| 0|21 (Human Studies & History of Use)

HUMAI™ 2of=, QA HF| O|ZHO|Lt AMAY Bit= EA ZHEN S22 olC.
A2 Ol A
7|= QAAE Double-blind placebo-controlled trial, open-label study S
e K=(0]: ot=) L} A&7 |SAE 517t 7|5, ez &7 dF 21
o|&t Al 2 3Y A7\ HFO| HE oM EBIE B QI8 S

Key Point . . oy
AB™MO 2= PubMed, ClinicalTrials.gov & 24121 Q= ZSHE0|A peer-
reviewed =& 27} HEEH, K| Al Atzs BHEA] AR A 7|2
(RA2HHY, =2 5)2 S50 ot

Rt
>~

@ 2 =X oMM Xt& (Supplementary Data)
FDA= NDI S5 A| Cifet HAAI=E Saff 2t 4of| Chot gf2|H shtl= FV12 XA 5H= A& =0| 7Rt

&=
o T

=X}
GRAS E11M siieh 20| GRAS AP/t S L= FDA S 00| /= 42
sfiel &l a9 EU Novel Food &¢I, EFSA B7IXZ, FSANZ S£ §
231 7|4t 0| Ef ToxNet, PubMed, JECFA SOA2| Ot N HIt Q9of

<H 17> OFMM "I} HXXtE

QSIS (Ras 20 malEl SAAE MxE S,

o =
BXARE XY 28 Vs, S5 dgs Tg 4 UCL

O X2 74 Al 90 A U OF WX ©

35 Ro| Atet

A8 K& M2l GLP 7I&, M37| 2 A[SHE. At A|E2 FDA B2t Oy HQ| 7ts
Xt=o| Ut A& =, MF =, A2 2 2A TEtof M zteof gt
E5 FE HiH| "HO SN "2 M S V5N HE2 SEM0| 2 2K
238 018 4| HIEA| 2 XA H|S, AbstractCt HE5H EEH 715
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6) 2A| 2 A K| (Preparation & Submission)

D= HI0[EE SEet =, FDA 821 CFR §190.6)0f WE S2A Ao 2 2430f 5t04, Chst 42 7

w2ct

> SEAM T oA

O

- Cover Letter
(i) Zl&A: O|O|E{7} NDI OFAE TN 2 HSEICH= 7l
(i) Qo= OFAE mHY LHEo| QoF
(i) AR HE: OFAE Tt AQKI| 0|5, K2R, 8 F2, O|HY Fa
(ii-a) CH2|Q! M &: MEte HO{E2 th2|212] 0|, 2I2ix, RH F4, 0
(iii-b) 0|3 LH Ch2|Ql: ARt CH2|2I0] OIS0 AZFSIHLE AAUHO| gl H, 012 W) H=517{Lt

f
MEEE F10 U= ti2[212] 0|, TN, @8 F4, O =4

42) U.S. Food and Drug Administration. (2024). New Dietary Ingredient Notification Master Files for Dietary Supplements
- Guidance for Industry Draft.
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HtAl2 231o| H|S(Electronic Submissions)Tt @ T 221 H|Z(Written Submissions)0| UCH*

- COSM(CFSAN Online Submission Module)
- FDA= COSMO|2H= 2201 A|AEIZ X2

ot0f MFAE MFE HEY = UES BiCt
O] AIAEIS Sall LEAE MIE JEIE O|HE= dAl E=2YE 4 QAT COSM A[H2 of Hat

ddotH FrIHez HNgoz && Jhsat

- 20224 52 192X} FDA 7I0|E2}QI

EE15 AO|HEHE MABIALE RESS HZYH U SE ATt
[0l AITBHR| REARIS AIYE 4 QTS HBists REE, AT H SX7H BAEHR! A7
Ao|RE I AO|EEH| 221 HA J10|S 2tol otg LESIUCH

- CND(Catch-up New Dietary Ingredient Submission) X| &=

- FDA= COSM A|AE! LHOJIA X1 Al O3] HE=QI CNDE EQISHICH 7| A IHN E o
XIOo|™M2 L3St 4Lk

(1) Aol Xt

(2) A|Eh LX}t ZH K=

3) £|& =i

=

O RIH Al O] E=SS Eefsto] 413150f SLt

AESS| (2023). 2023 L7 |SAE H Q= £

£ 710|= O|=-HIEE- 2 = HAlOF
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- TR H|E 7to| =

A L&
1. e-Portal CFSAN 2221 M|& AAEI(COSM)0]| F=,
T =0 https://hfp-onlinesubmissions.fda.gov/farmonline/#/login 7t = 21215104
sE e [Start NDI Notification] 22!
2. X olgd ql Zt §H2 o= 10| Q/= ‘update’ HES 22/5101 NDI A 10| Lot My @24 9l Y=
HEXR S5 NS
3. "HE% 7| 5 oA, 3AMY, o|n|Y =4 S 7[E FWHE UF
LT NDI &), I I Q) 7|LYE S9/TA| 01, HSAIZ A2 9 ol HE ol
== e = olz]
[S3— |
c Mmeima | - NDIREHER, 0L &8 ofnjwth X588 S)
sim = ot mw |~ NDITS] SICH 302 st B0l A8 =9l 5 Il
FEAEENSE  Naz3 Ale 27 92 U 2|5 HEof it 2kt Qo
-OE Xz 155101 iz =
6. otxiA XH2 =S N2 POFE Hfelo] 42
-ol2c © o ofss) shA| s
7} HI= X . _
o (tqisl*f = HELLZIE ME2l M8 A = Q= V[Ef A KNRE FIE YEE IS
[ B |
- [Review Notification]0i|A] 2J2i5t HHQ} HEXtZ £|Z &0l
8. M= H zZF el | -5 o M3 EAE &=elst F, 2E MY
- 2|Z ME 20ll= 8 271622 MESH HE
<H 30> tHE 22t2l H|E 710|=
> 2mEiol HIE - AN YR £ O wa
NZE Fas CHEat 20t

Office of Dietary Supplement Programs (HFS-810)
Center for Food Safety and Applied Nutrition
Food and Drug Administration

5001 Campus Drive

College Park, MD 20740-3835

o||

Quzol MEE MEst 2S, FDAO| O|HYZ T HE AMAES EX|5H0F SHF
O|H Y H=<S ‘NDIN Written Submission’ @ 2 HA|5t1, NDITeam@fda.hhs.govE gf
oFLHof| 2t O|H| Y 8 LEotX| o™ o 3 XM2| YoM X|X10] 2fgh =~ QUCE

=2o=2 T
QU NE Al, HlIMet HE Xtz o] §IE 1822 Atz 225 HN|SsHof ettt

44) U.S. Food and Drug Administration. CFSAN Online Submission Module (COSM) New Dietary Ingredient
Notification Step-by-Step Submission Guide.
45)  AIZO|OFEOIMR (2024. 8). AlO|HEA|: Al AlO|2IE AlTIE |5H AFAR| OHIA (D] FDA, 2024).
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7) & £ < (Post-submission Process)
FDAE E2M ™4 S 75Y O|Ljof] MHO 2 9|7AS 3| AI5HALE, 3|41 10| No Objection MEHZ ZHEEICTH

s

3|Al 212 (No Objection) 762 XHEE HE QE Jts
H2t QA (Insufficient) HA|E S22 TR S MEL 752 7|7 ZH7HE
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Key Point
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2|l glo] &3] 750 74ﬂfEIE YAOICH HFA= HEY + 758 Htds
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- O|X2 NDI SE= th=tt 210M MIEO| OfL|2f, Mot 8H @78 BF 2E5sh= 7le 2M 75 2+-go|tt
718l 27| HHAOM SE Ty 01R S Bels| HTst, MASE 2 42 &, oty A8 7[BIC2 MAHo=z

Z=H|5H= 7d0| A=Zo| sHAlo|Ct

NDI S2= Al Axot ot mtebX 7|s 24 ME0|7| tZoll XHAl Akagh A7t HX| SEE He2
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2% 93 TEEEDE
N e BE 25 29|, B T2, REE 71N S
23 0lg 97 Abstract®t HIZBI7LE BIBA| X2 AR

85 34 89 HA BL S 715 EH2 NDI 2M01M ZX|
ME2F AN Q=2 NOAELZ} EDI H P = x| @t
HRAtZ HE & HetRtE HIE Al 7[3t0] [AEES 2kt

<H¥ 32> NDI 27 Q& 9 Fo| At
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GRAS (Generally Recognized As Safe) E&

3.1GRAS TH**”

0 A AFOIM Ut AZ0j| ARBES Al M2 i AZ 2IRE 1 40| YIHHOR RISt D SHEICFs
7172 BEOF ABE 4 QI GRASE HIZ 0] 7122 5SS UB5p| Slst AT, 013 L AIZ 221 73

AU
(21 CFR §170)0]| w2} 2GEICE
GRASE= FDAZ| 317} glo

22X Tk Salf eHHH0|
AR HH|=[X|= 4=L
7|¥2 0| =2 &&sl Al
M2IEE 20|7L 7|8 B

>
HT

GRASS 37| & 7FX| Al R ZIMEICE 242f0] BrAlS Al B, o HE, WA BOf2iofA X10[7} 7| wh2of|
7|40] Habe 2t AJE 7 430] w2t Metsis 20| izixlsict
Sl A e =3

FDA EH QI0|E AR 7t
[ AEEH 72 BHS Jts
/ 2|5 o|e] M|7| Al CHEH IS

~

719 L s ol MRt TS S

=
L ER XM O 2 GRASE AMed
(Self-Affirmed GRAS)

P
I

. . FDAS| 34| &% &t Jhs
@ Sol X} 2 FDAO| HEH HES 235D, ol Genl L A Aele &

'No Questions' §|4A1S HH= HEA| [HIE FedEE Al el =2
FDA E& e sE e [ AIZtTHHIR 22 2le

(GRAS Notification)

46) U.S. Food and Drug Administration. Generally Recognized as Safe (GRAS). Available from:
https://www.fda.gov/food/food-ingredients-packaging/generally-recognized-safe-gras

47) U.S. Food and Drug Administration. How U.S. FDA's GRAS Notification Program Works. Available from:
https://www.fda.gov/food/generally-recognized-safe-gras/how-us-fdas-gras-notification-program-works
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3.4GRAS 82 Al - HETIHNE SOl S EESE
GRAS Si2i= D|= FDAZ} 7S oty B Hat 5 52, 7|1Z AE H7H2 59 ERtol| bl3) drhxo2
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Az E 7H7IE, S8 7ol AlS e MAIET.
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48) U.S. Food and Drug Administration. (2017. 7). Regulatory Framework for Substances Intended for Use in Human Food or Animal
Food on the Basis of the Generally Recognized as Safe (GRAS) Provision of the Federal Food, Drug, and Cosmetic Act: Guidance for

Industry.
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U.S. Food and Drug Administration. (2022). Best Practices for Convening a GRAS Panel: Guidance for Industry.
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@ GRAS 2N T4 - IjetH QS BMslsts 71X
ojgel WILK| A2, O|XIHK|Q| AHEE FDAZ} @7l6t=
SM3} EHAZ FIQISHTE 0

OfL|zL otxlY =2l 52

HE7t

GRAS 2ME FDA SE 80
MEEIEZ, Azo| 2B g1 =

el &

2 M(GRAS Notice EE=

|
af e

2F OfL[2t LIS Xtz Hat 2F
=22 ehygo| Z40lCt

X7t EE H11A)
2HE 2dzt=El X2 K|A|GH= Z40]

Aof weh MAMeR Felshk=
thes| HIOIEE Ligst= 40|
Al
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olct

Part 1 MYEE T 2 ER 21 CFR 170.225, 21 CFR 570.225
Part 2 HEo| EM N Y 44 22| = 7|ed &1t 21 CFR 170.230, 21 CFR 570.230
Part 3 Aol =& 21 CFR170.235, 21 CFR 570.235
Part 4 X7t Mgt Rl A & 21 CFR 170.240, 21 CFR 570.240
Part 5 1958 18 1 O|™2| AZE A HALO|| CHEH A 21 CFR 170.245, 21 CFR 570.245
Part 6 GRAS Z28 Q|$t Z2H M= 21 CFR 170.250, 21 CFR 570.250
Part 7 GRAS EX|Mof| &=l HIO|H L HE 22 21 CFR 170.255, 21 CFR 570.255

-

51)

<HE 41> GRAS EX|M 7|2 1M

U.S. Food and Drug Administration. (2017. 11). Regulatory Framework for Substances Intended for Use in Human Food or Animal
Food on the Basis of the Generally Recognized as Safe (GRAS) Provision of the Federal Food, Drug, and Cosmetic Act: Guidance for

Industry.
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©® FDA S U Al ThS - A12| S0t AlF Tlelo| M2fx Mey

=]
GRAS SE= A 2|2= OfLX|Eh =28 AIY T, t

Y 78T HE Y S HSS 13 M Aty
A Moz X2 QArt S8 Exte Y4A 5218 Be 0] OfL2f, XiA| efHy IS A= E FDA

|
HMIAISED, ofof chal 0]2] e12(No Questions) Y&E Y= 718 282 siC)
| LT (Additional Information Requested) L=
7t Sth(Ceased to Evaluate) 52 QY &= 2, A7t SEHELC =2 MUY} &H| =7t @ FEICE

B FDA EX Hx| Q°f

=H LHE Fof Aret

1EHA| GRAS ZM &4 2 LI HE 2t I YT B2 HE 2F Y|
25HA5? A YA E= B0 M MZE SO EM ME A AR 1R E2
HE = bl &0l _
3Ct - GRN #15 H0ig]
i (Acknowledgement Letter) & TOoIE
4ATHA| FDA E7} (120~180%) ZQA| Zo| 1 (Q&A &4)
747 E Lt : )« P 5
A0t £ ‘No Questions’, ‘Additional Info’, ol 0] 6 ol = i
5¢HA| Withdrawn' Z £4el UL 7|2 It 5 A EHE

<H 43> GRAS SH HX| 9F

=

[GRAS EEHAM H|E FA]

Office of Food Additive Safety (HFS-200)
Center for Food Safety and Applied Nutrition
Food and Drug Administration,

5001 Campus Dr.

College Park, MD 20740

52) Code of Federal Regulations. 21 CFR 170.210. Available from:
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-B/part-170/subpart-E/section-170.210
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4.3 NDI-GRAS 2igH X=F
NDI2} GRAS= A2 CHA| 2tA4|7} OfL|2F 22 A (of| 7124Ct

SYUst YEO|2t: et *'EOH GRASE, 1Z7|sAE0l= NDIZ HEE £ 7| E0|, AXN H2 +Z 7(¢2
SHZE AXIO|A 158t Xt CHE Mof|M &&5t= Hl ™M2fS AEstL RUCH
O| Mt Ctant &2 %%”é.*ol RUCEH
- XIZ XHE: GRASOIM Attt EM X2, EDI, NOAEL Al S NDI EH0| &8 75
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- ANZHEE R0 22 EEN|Q Ut AE RR0| HE Jts
- 7|2 ES: GRAS APV EEE Sofl 42 JEO| 7|Y || 7ts
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NDI X 2t& - GRAS A& AZ AIE St Al NDI AtZ 7|8F XE2F GRAS 2N 7ts

<E 48> NDI-GRAS Hali Mz}

O[xd Hall H=f2 5|81t 2| A3 SA0| SO|TM AE RIS 2tEst= 2MAel PHo= &S 4 QT

4.4 &8 NDI-GRAS Z&
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(iii) AR ™E OfAE I ARKC| 0, Y2, @H 34 3 o0 4
(iii-a) CHelel Me HeHS 20122 t2|Q1o| 0|5, ¢iztA, RE A 2 O|H[Y T4
SXAH/EH2[210] O|= L HFXILE AFFEO] gl 82
(iii-b) 0f= L cH2(Q! DI% L AHESIALE AIIEE =10 = CH2[R12] 0|8
A, 2H =4 3 oY FA
2 EN Msts) - AR YOI EG Vs
HE3™ HY - Mz 2 2 S A A A
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oM "HIlxt= - Al Zat, QIA| 0|2 & QHE 4 T|o|H
<H# 51> NDI 8EXM 7|2 74
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#2 g
Part 1 MYE xlay U ER 21 CFR 170.225, 21 CFR 570.225
Part 2 HMEC| EY M WY, 14, 228 = 7&X &1t 21 CFR 170.230, 21 CFR 570.230
Part 3 Ao =& 21 CFR 170.235, 21 CFR 570.235
Part 4 Xp7F MBHEQI AL 45 21 CFR 170.240, 21 CFR 570.240
Part 5 19584 1€ 12 0| Q| AIZ AL AAtOf st S 21 CFR 170.245, 21 CFR 570.245
Part 6 GRAS ZEZ2 ?lst Z2H M= 21 CFR 170.250, 21 CFR 570.250
Part 7 GRAS SX|M0f| ZEE o 2 HE B2 21 CFR 170.255, 21 CFR 570.255

<H 52> GRAS EENM 7|2 1M
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5.3 NDI-GRAS S=E HE Tt

HE 8k?

—( YES. GRAS M| 7}5 (2 &H) )

;( NO. GRAS %7} o1™ or ER ZIQ )

1994 H AL 0[20] QUL}?

4( YES. NDI E& 8| 715 )

;( NO. NDI E&
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NDI-GRAS Akl

'\/\

B

@

& 2I= 110I= NDI-GRAS

[Af2]] 7]t &2 &2 X =E]

¢ O] Xt=2= FDAO| SE2%E NDI & GRAS 4 Al & S/El §EE HIES

# FDA GRAS Notice 2! NDI DatabaseE 7|Z22 M|}, 2
GRAS H=f ~3l0f| 8% + QUL
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Inulinase Enzyme Preparation

=au-3) NDI 1303

A. tubingensis (0| 0l| Aspergillus niger2 2&E)0llM

[NDI 1303 SEA Z&}]

=Xt

Description of the Evidence Verifying the Identity of the
Enzyme Preparation and Inulinase Activity

At
sfolst 4= QU

Enzyme Preparation Standards

== Rt ErelE Bl

HEMF

Inulinase Assay Method

> NDIZt E401 ZL, F7I2 H|E3al0f 5t= M7
g4 2y 20| A8El= 24Y

-NDI9| 24 &30 tiet 7|&-+4

- 24 0] theh 518 7IE NDINE| MisEe gy

ey

0] Chet 518 712
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A tablet of magnesium, malic and tartaric acids

=Rkl NDI 1104
R Ofdls, 2 Ef2ErEMO| EetE
FDA Zz} Iy
NDI7} flz 2| Egf=(mixture of ingredient)0| ZefEl AR, 712 H|E30F 5h= MFS0] ULt
O] AlHE Salf 2201 CHE @7 AF0| S5 AS &eled 4= UL
[NDI 1104 SE M Fx}H]
=Xt e HE MF
o - 0faUlE2 &[4 99.8%, L2 99.5%, EFZEIZ A F|A
De;cnonn of t.he 99.7% 2 0{0F 31
Evidence Verifying SrAK} EFZEIZAIS 21 CFRS A4S0 0|3 Al =22
the Identity of the NDI R ==Te = HE SHS
PAESIYC o
-~ NDIO|| &R &l
- DE B2 21 CFR 78 EE FCC XS &4 2= =
- NDI MAFSH O ARREIS OFMls 222 01U R0 SRet+E
DI Manufacture J12E|n, 0|2 Al 3= 2| BE|ASTM) 72 Bo2 A4
- Raw materials ° = e =T
- SEYUMERH 2Est 22 0lOUlEE Mel/atet 88 201
Aetoliof 5ti, AFE S ?Isl &4 99.8% &k 2
_ - UL Ot OdlE, A5 OtOdlE, sA7tA s Q17| AH|st sote
Other Evidence of Safety 0l210] 9. M= x3to|
- Historical conditions of use | _ EFZEIZAF DIIH|AS 017+ AH| 0[20] g1, =IE
and cumulative exposure
. o MH0|220)| olate
estimate for the historically | _ gjze(2Ar2 QIR0 CHAREOR 20T A%[5+ EFZELZS) OX1IC|)|_|C,I_ESI;?<|DE
consumed material %60 ABIO 2 HIAIE| T LID{A|= AHH O[AZ2720]| O|5H CHA Ojxl= =g
20%8t AHO = HiEE| 10, LID{A = ELH D[AE201| 2fsH CHAL S Zo| MFH0|RS XA|
- A (A or HA|) MF|0l 250121 QA HAFOIN A 7|H|
SE= 08 mM, 516 ppm O[5IRICM, 2282 (K| 942 i )
- . NDIE AtES Al0|2EH|2|
Other Evidence of Safety - CH2 012 Qak A0 20| MF|2F0| 2.6 mg/dayZIHA|
o o1 = 7|Ef QFY St
- Safety study type BHxbg Q0] QHXsiCH= AntE Q. A
—-—L-O
- 0fOulE ESN2 M2 2S(I0M)0A Mol HESMF
ULOJ 5} 350mg0|2F HA.

53)
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» NDIOj| 22| E&H=(mixture of ingredient)0| Z&tEl A4 £JI2 H|S8l|0F 3f
- Al0| I=E HIFSI0| 7|&H-7|SA 200l A E H=(0]: ZeN, ST 2 2ME) S

O - I_
529} 25 (evel)

2z orr

- E=(mixture)?| 4 82| A& O[Z{0[|Lt NDIE AFEE Al0|E S XS] 7[E} QX SHetef 2ty
oY B71E 28 W], Ho[EEH W ¥z & dX0I8E0 Fs UIxl= AL STHQ| At8S EElsio] 28
d=52 dH0|I8E A
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NDI Al 3

Cissus quadrangularis

a8 NDI 612
Cissus quadrangularis L. (Vitaceae)o|A| ¥ #84 F&2E

FDA Zx} Rl

NDIZt AZ0|HLF AlZ0|M RefE R =0l ER, F7t= MESHOF 5t AFE0| QUL
O] AlEHIZ2 E5 AlZ20|7L} AZ20|M RelEl HZ0|| CHEE @7 AFS0| SFE! g Stelst 4~ QlCt
[NDI 612 EEM Sk}
=L LiE HE MF
- £04(Genus): Cissus A2 52 AlIZ0|A
Taxon: Cissus _ o el o =0l
quadrangularis L - 1HHE(Family): Vitaceae (Ot} Vitoideae) FeE M=l 2fEI0]
' (&X: 14-Nov-2002 by ARS Systematic Botanists) st X
- Veldt-grape (EH: Hortus) lEtHOo|Lt
Common names , . _ "
- Winged treebine (&%: Names Beetle) zHEH
=0| Iz 242 tEL, O = 0{stoi(E84 YURIE M7 | =S| X 01,
Llsl), B 7125101 2L HEHZ it Y= ALE SEY
Introduction
TS5, A=, st A, o 2 | Hetof| tist TSN S Ag Bo
of2] A X2, Q2|8 AMAEM AL =T
_ =otma|7t O|FIE
Distributional range - Of2tH|Of Bt @Bt AFRLC|OF2tH|Of, Of Tl ol kx|
- Native - QIEXIO|Lt: OjeFdL Ef= o
&5
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Lactobacillus plantarum KY1032

=) NDI 1196
AP Lactobacillus spp.(28 &, St 2, H|ZAL §d, 27| E= OM=7]d M)

FDA Zx} Rl

NDIZ @l 32, =712 M|EsH0f of= MFS0| ULk
Of At E Sall dwtoll thet 27 Aol S5E As &eld - Ut

[NDI 1196 SE A =X}]

X LHE HEMF

NEW DIETARY - Ingredients(& &): Lactobacillus plantarum KY1032
INGREDIENT IDENTITY - Latin name(2tE10{ &H): Lactobacillus plantarum L
INFORMATION - Author(XX}): Orla - Jensen
- Description of the
Identity of the NDI Raw materials (I =) O EX

- Description of the relationship between the historically
consumed material and the NDI or dietary supplement
containing the NDI

(It AH|E SZTF NDI £= NDIS ZE5h 0|2 EH| A 0[H 52
HISTORY OF USE OR 2to] 27| A1) OIEY 571 2telo
OTHER EVIDENCE OF ool =olsl =o
SAFETY - Describe identity information verifying the relationship A8 St 2

between the historically consumed material and the NDI A+ (E)DF 739 2HA|
or dietary supplement containing the NDI
(T4 48|E XD} NDI £ NDIZ Z3tst Al0|2EH
to| A E HSot= EY I*E Ad)

—

Key Point

» NDI7} H#Ql AR F7t=2 ME5H0F 5t= M7
[}

- aFH
32| EX{(0f: ATCO)
A2 0|2 22 otFY S SEof| AR El SYst 9| AR ()1 #FQ| 2|



NDI Aldl 5

L-methylfolate dicholine salt, FolChol, Optifolin

NDI 1297
(6S)-5- methyltetrahydrofolic acid ((6S)-5-MeTHF)2| 22I¢

FDA Zx} Rl

NDI7H SSH2EI(0]: BIEIR], 2717, OlD|LAt S CHE 40| 40| 7Y 24 Ei Thit M2 5)01 42, 2712
RIE3HoF 3= MES0] Lk
0| Af22 S3 SHar2 ol et 27 ALE0| SEE %S Folg 4 9ict

[NDI 1297 SE A =X}

St [E
Chemical Name:
N-[4-[[(2-amino-1,4,5,6,7,8-hexahydro-5-methyl-
4-oxo0-(6S)-pteridinyl)-methyllamino]lbenzoyl]-L-
glutamic acid, di-2-hydroxy-N,N,N-trimethylethan-1
aminium

Common Name:

Dicholine L-5-methyltetrahydrofolate;
(6S)-5-methyltetrahydrofolic acid
dicholine salt, (6S)-5-MeTHFDICHO

NEW DIETARY _ .

INGREDIENT IDENTITY Chemical Abstracts Service (CAS) Number: CAS WS
INFORMATION 2416833-67-3

- Description of the Molecular Formula: C30H5IN908 NN

Identity of the NDI

Chemical Structure:

- \N‘ oH
1! /dkg N TEH
558

PN

Figure 1. Chemical structure of Dicholine L-5-MTHF
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GRAS Al 1

B-Carotene

B-Carotene
A4 F 71 RIES
21 CFR73.95 21 CFR 184.1245
X O

AAE Sall M HILE 2lsll AFBEl=
=]

| =
M J7tolele] SA40|H GRASZE 2&/E +

T =

OfH SH0| M3 BOIE + A= 82 oy 222 AME2 MUHIIEZ M MEL SA0f|, 41F HItE E=
GRAS SEHZMO| AE0[ E L& ATt

» FD&CH H|201(t)(1)Z= L 21 CFR 70.3(f)0f] (= A A XM I1E(color additive)2| 2|0]

Y MA e V[E SHEM, g e RARH 7|20 Qo MEEIRLE AlZ, S8, 28 L= V(B FECEREH F5
el E= REE SHENM HHEoR Ee= OHE 22| BE2 Sdlf A0l 7 t=[AHLE MEEIUS T M F0{g
ol 2X|
M =22

> 21 CFR 70.3(g)0f| 2t MAFMI7t=o| Folof fefstHate, 1 FoloM HAE 4= U

L
A
| 221 0|2]9] 82 MEE[HL AFZE 2|50|04, siiE SEO| AIBE= WAl R0iE|= 0| HIE2| 2/,

1 10
TW], AEE e 2BIXF 8 SHOIM HHsH| SQ5HK| 42 42

|
Mo
A
°
%z O
ikl
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GRAS Al 2

Ascorbic acid, Calcium Carbonate

Ascorbic acid

HIERI(A0] 25X)) YY(LE HF BF)
FD&CH HM[201(f)(1) 21 CFR182.8013
X 0

Calcium Carbonate

ZHZ2(4l0] EFH|) GRASE ERIE EY SE(QEHAE 85)
FD&CH X|201(fF)(1) 21 CFR 184.1191
X 0
O AHIZE Solf A0| ESA|7F Lt AF0 = AR E HR0|= GRAS SE7HEQE o+ US2 & & UL}

0] ESH= 4F F7h= F2loilM H2=[0] L0 e
BEH7E 2 AS0E AREE 0= g AE 80

COM= GRASZ SHEHS LUt @ICH J2{Lt Al0]
CHSH GRAS EE7| 2@t 4 QICh

> FD&CH H201(s)= & 22 LS
- 9| El AL E71 5tofM GRASZ SRE S22 AIE HIH2 Folo|A H|e|
- AE HIH20lts 80 Al0| 828 ZE6HX| ¢S
0 2 i 2E0| GRASO|ZL AF F7H=2| FoloflM MIQ=|X| = B Al0|2SA
e, STH| E= HIRIE)Z AIZE W AZ HIIERE S0lx|0{0F BTt

56) FD&CH M|201(ff)Z0l| w2t Al0] ZEHl|M AL AL E 2l=7t = 2H



GRAS Al 3

Arachidonic—-acid rich oil from Mortierella alpina strain LU 166

——

GRN 730

ofm
r
fol

=D ARA(ORELZ|=4h7 S5 LY dE (e IteH YE| 25F)

A FOIE ZHER MZE=Z A

FDA Z3} =il
GRAS 2/ =2 AA|7F OtL|e 1 2 22| AFZO0|0, Ol2{et 8= ARg2l ehtd &7 228 @2 =0 ATt
Of Alilof M H& Arge| QPEd E710f Cheh @+ Ak TSt 22 e55S Sl §5& As 2fele 4+ Tk

[GRN 730 EEA ZX}]

= AE ANF

IDENTITY, - |dentity of the Notified Substance (B2!2| EM)
MANUFACTURING, - Specifications and Composition (24 2! Z=A)
SPECIFICATIONS, AND _ ctability (9FEA) = Sxlo| EM
TECHNICAL EFFECTS OF - =
ARA-RICH OIL °°
- Estimated Dietary Intakes (EDIs) of ARA(ARAZS| EDI) Ofl&F AlO] =&,
DIETARY EXPOSURE - Food Sources of ARA(ARAS| AlE 21H) SEE MF|E el
- EDIs of ARA from the Diet(410|0{|A{2] ARA EDI) st M=

St 2C 2 GRASE EHEI MEB0| ZE 8L 2 GRASY} E|= 242 ofL|Ct.

FD&CH H[201(s)etof| (=W, GRASE BEF == A2 =& X7t ofL|2t O FE | AHEOILC
S g2 AHSe oY Hotoll= Ch2el YEE EetaljoF STt

o
HE =71 5o A Qf Ol Alo] =&
Q1510] CHet &

> SZOf chigh 40| &2 O SHO| AIZE ME 8o 2 HF0M AIZE +Z0 2t H2HEIC.
e s

oH= 20| CHS M E= CFSANS| ‘Estimating Dietary Intake of

r



GRAS Al 4

Quercetin

GRN 341

CHIEED i/ARRieL 22 THumt AO|A] X{QIM o 2 HhiisHs Za2|m|s Z2t S (polyphenolic flavonol)
S 8 8= HlOIX, 32 AE % miAR, 73 el % Y F4, 21E ACje| Yoz 13
I1|—T'— gt Z|CH 500mg

Al
~

iy

HH
0x
AT
|0
HU

ofe[ely 1S 7L Q= dE2 D A2 2fEeR 2RE o 7| W0, 2 eyt gn
=]
O] A= 71s8E 7K1 Qs AlIE HECZ M GRAS SEE 22 A2 2 £ QICt

= T AA
Key Point

MEOZAM GRAS EX| 5212 27| ?leliM = f2letA 2t o[AF o2 ERE|=X| 0fFE 112430 ottt

~(A): Ol 34 ofd, 0= 4 55 QY 4 = 34 =7t MYH L= 0|=0 gt 23 A= SEst= &5
(B): 1Zh &= VBt =2 2 T, X7, 2t} MX| = oo AFSstEE e &5
(O): 2lZh £= 7Bt 29| MA 2 £ 7S Eks DIXEE o2& E5(HE A2
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GRAS ALl 5

Menhaden oil, Rapeseed oll

Menhaden oil(&01%) Rapeseed oil(SXHM|S)

21 CFR184.1472 21 CFR184.1555
GRAS 0{& O O

0| AfZ0llA HO{Ret RAHM R = GRAS 52! SRS =telet o~ QICt

J2L} HO{ Rt KM R BEAS} SEl(partially hydrogenated forms)= GRAS &0 S&0{|A H|2|=ICt.

01ZOZ +55 AA| SXT YBUIE, IPRIT 45, W, 2 ¢ AET 4£5 ABo| 42 U BY Yo
o]

o
AMEE 4 = HO{Ret RAliMF, B2t 07| F2E82tF7F AL

0l
H
Ral
iQ
H1
Jhu
4
10
:(I)l__l
=)
o
ful

> 2E2F5IR AL 22X 2o HAE[JE L2 X 3 HEL
20151 FDAS| ZHOIN U PHEIE s FHS FHA5t0 BE 4|
> HE e 225
x| S HSHH
- H0{&(menhaden oils)2} x| K (rapeseed oils)
dsHhydrogenerated) 0{&

-0t A EY, W Z(rolls), H(buns)

2l 222 Ho{Ret RAMRel 22 dat HE GRAS 52 = E0|A H2|

-Op7tElet £EY W E(rolls), #(buns)
0

|™ Ot £ EY ¥ Z(rolls), H(buns)of| 512 El E2A35IR AFE &0 Fa

N
o
N
w
i
o
i
N -
N
ne
4
m
e
fol
it

og
- AEHR 2SS A 2 AetE o] tigt olH 2 2O AlREl 20231 8 9YRE| 758 O|LiZ X|ESH0{0f 5H,
TR 2E 722 oY A0 SHE 2R 1358 20| 20| LY oy
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GRAS #& x| 7HH =o®®
%3 FDAS GRAS A7} £8 F=7} 7|240i] os hza| olgen 2
o8i2 B3t b} It

2025 BixY, UL of@lnt AH[X} = GRAS X7 E2| ]S BX[otw, FDA S22 o|Fslsts gstozo

Ok

of ety HEH Z20iE & k=

- GRAS A7t SERIC 2= 7|53 SELT RSA UHEAM A 24 7t
- FDA 8H T= 2|F MEJH HIAME 2HE GRASIFAIY ME[E RX|0f 72
- NDI2t GRAS S8 & 7t5d0| H7|=0, M= #2& Hsl 7tsd &X

- 7|2 M=o RS 2ESIE, SA0| SE 7|2 M= 2 deo| MRz thee 4= =S LT FHiE FHlsh= A0
=0
S

2025 72 Al o210l Ed Markey2}t Cory Booker= ‘Ensuring Safe and Toxic-Free Foods Act of 2025 2t=

Hets EolstIrt.

0| HIOr2 GRAS AIAHIS ZEHMOR H5i5/01, 7|20| AHHIZIQI GRAS XIHE HIEHHD, ZE GRAS M0
=]

’
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e
>
(Vp]
oy
Hu
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H
N
olr
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12
e
Ral
00|I
ol
N
im
(@]
=
2
o
0
D
(Va]
ON
HU
N
O
HU
futn
N
or
0x
©
$0
1/

S EEY GRAS SEAM2t 2t Xtz S HA0|E0f AlAISt 60| S71 2| & 7|2t MS
ol &5 X SXAIM L 274 HIo[EZL Olsh &5 A= =710 2lsh MSEIRUCt HEtel= 32

sie SXIM HE

2ot0] M8E 4R, GRAS A2 H0| HAEY

M

| N 4z 20N Jap} ouEoE J|E U AR
ME DS FH £42 9ls) =2 ch2o| Tosict

58)

59)

U.S. Department of Health and Human Services. (2025. 3). HHS Secretary Kennedy Directs FDA to Explore Rulemaking to Eliminate
Pathway for Companies to Self-Affirm Food Ingredients Are Safe. https://www.hhs.gov/press-room/revising-gras-pathway.html

COVINGTON. (2025.7). Senators Introduce Bill that would Fundamentally Reshape FDA’s GRAS Framework. Available from:
https://www.cov.com/en/news-and-insights/insights/2025/07/senators-introduce-bill-that-would-fundamentally-reshape-fdas-
gras-framework
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|SAE83]. (2023). 2023 U7 |SAE H|2|=Z 45 710|= O|=-H|EE-QIE=H|A|OF,
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. US. Food and Drug Administration. What we do. Available from: https://www.fda.gov/about-fda/what-we-do

w

. U.S. Department of Agriculture. About USDA. Available from: https://www.usda.gov/about-usda

4. Code of Federal Regulations. 21 CFR Part 170 Subpart E. Available from:
https://www.ecfr.gov/current/title-21/chapter-1/subchapter-B/part-170/subpart-E

5. Code of Federal Regulations. 21 CFR 190.6. Available from:
https://www.ecfr.gov/current/title-21/chapter-1/subchapter-B/part-190/subpart-B/section-190.6

6. Code of Federal Regulations. 21 CFR 1.500. Available from:
https://www.ecfr.gov/current/title-21/chapter-1/subchapter-A/part-1/subpart-L/section-1.500

7. FDA Food Safety Modernization Act. 21 USC 2201. Available from:
https://www.fda.gov/food/food-safety-modernization-act-fsma/full-text-food-safety-modernization-act-fsma#TOC

8. U.S. Food and Drug Administration. Current Good Manufacturing Practices (CGMPs) for Food and Dietary Supplements.
Available from:
https://www.fda.gov/food/guidance-regulation-food-and-dietary-supplements/current-good-manufacturing-practices-
cgmps-food-and-dietary-supplements

9. Code of Federal Regulations. 21 CFR Part 111. Available from:
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-B/part-111

10. U.S. Food and Drug Administration. New Dietary Ingredients in Dietary Supplements - Background for Industry.
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