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September 11, 2020

Dr. Carlson and staff,

To prevent any potential confusion, this submission replaces one that should have
arrived at your office on July 29, 2020, but apparently was lost by FedEx.

If you did indeed receive that first shipment, please disregard this duplicate.
Thank youl

Jared

Jared Douglas Brodin

Director of Information Services
AIBMR Life Sciences, Inc.



Notice to US Food and Drug Administration of the
Conclusion that the Intended Use of Bss-19 is
Generally Recognized as Safe

Submitted by the Notifier:

Danisco USA, Inc.
DuPont Nutrition & Biosciences
Four New Century Parkway
New Century, Kansas 66031

Prepared by the Agent of the Notifier:

AIBMR Life Sciences, Inc
1425 Broadway, Suite 458
Seattle WA 98122

July 21, 2020


















































































































Viebrock, Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Friday, May 7, 2021 5:01 PM

To: Viebrock, Lauren

Cc: John Endres; Jared Brodin

Subject: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Attachments: Notifier Final Responses to 2021_04_30 GRN 969 Questions May 7 2021.pdf

Follow Up Flag: Follow up
Flag Status: Flagged

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Dear Dr. Viebrock,

Please find attached the notifier’s responses to the GRN 969 questions. Please don’t hesitate to let me know if any other
guestions come up or if you need any clarification on the attached. Wishing you a nice weekend!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>
Date: Friday, April 30, 2021 at 10:42 AM

To: "jessica@aibmr.com" <jessica@aibmr.com>

Subject: GRN 000969 Questions

Dear Ms. Gruber,

During our review of GRAS Notice No. 000969, we noted questions that need to be addressed. Please find the questions
attached to this email.

We respectfully request a response within 10 business days. If you are unable to complete the response within that
time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me. Thank you in advance for your
attention to our comments.



Regards,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454
lauren.viebrock@fda.hhs.gov
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Lauren VieBrock

Regulatory Review Scientist/Microbiology Reviewer
Center for Food Safety and Applied Nutrition

Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454

lauren.viebrock@fda.hhs.gov

May 7, 2021

Re: Responses to FDA’s GRN 969 Questions

Dear Dr. VieBrock,
Please find responses to FDA’s questions concerning Bacillus subtilis Bss-19 (GRN 969) below. FDA’s
questions are in BLACK, while the notifier responses are in BLUE:

1. Danisco states that AOAC method 984.27 was used for the determination of arsenic, cadmium and
lead content. AOAC method 984.27 is validated for the determination of calcium, copper, iron,
magnesium, manganese, phosphorus, potassium, sodium, and zinc in infant formula using ICP-OES.
Please clarify what method was used to provide the results in the Table 3 for As, Cd and Pb. The actual
method used for As, Cd, and Pb determination in Bacillus subtilis Bss-19 is AOAC 2013.06.

2. Please provide the specific method for the analysis of mold/yeast in the cited USP41-NF36
compendium. The actual method used for mold/yeast analysis is FDA BAM Chapter 18. Please see the
revised specification table for Bacillus subtilis Bss-19 below:

Tested Parameters Specification Method

Viable cell count (CFU/g) >2.25x 1011 In-house method

Color! White to cream Visual Inspection

Form! Freeze-dried Visual Inspection
powder

Heavy Metals?

Arsenic (ppm) < 1.0 ppm AOAC 2013.06

Cadmium (ppm) < 0.2 ppm AOAC 2013.06

Mercury (ppm) < 0.05 ppm AOAC 2013.06

Lead (ppm) < 0.5 ppm AOAC 2013.06
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Microbiological Tests

Coliform (CFU/g) <10 AOAC991.14
Escherichia coli (CFU/g) <10 AOAC991.14
Salmonella Negativein 50 g AOACRI-121501
Listeria Negativein 25 g FDA BAM Chapter 10
Staphylococcus coag+ (CFU/g) <10 FDA BAM Chapter 12
B. cereus (CFU/g) <10 AOAC 980.31

Molds and Yeast3 <100 CFU/g FDA BAM Chapter 18

Abbreviations: CFU, colony forming unit; AOAC, Association of Official Analytical Chemists; FDA BAM, Food and Drug
Administration’s Bacteriological Analytical Manual; ppm, parts per million
! Internal Specification, not reported on CoA

2 Based on annual surveillance testing, not generally reported on CoA
3 Tested on bulk intermediate powder, not generally reported on CoA

3. At the time of the submission of the notice, Danisco stated that stability studies are underway. Please

provide results from the stability studies. The results of 24 months of stability testing for Bacillus

subtilis Bss-19 under three different testing conditions (temperature and relative humidity) are shown

below:
Results in Testing
CFU/g Condition Months
loss
0 1 3 6 9 12 18 24 after 24
months
(1413%1”‘3502) 602,5 }%H 430E+11 | 4.10E+11 | 520E+11 | 4.60E+11 | 4.53E+11 | 5.73E+11 | 530E+11 | 4.03E+11 6%
J 0
Batch 1 30°C
(1493413902) | 6s0u R | 430E*11 | 443E+11 | SO3E+11 | 353E+11 | SOTE+IL | 4.10E+11 | 430E+I1 | 2.80E+11 35%
0
Batch 1 40°C
(1493413002) | 75% RE | 430E*11 | 470E+11 | 4.60B+11 | S40B+I1 | 297B+11 | 270B+11 | 1.53E+11 | 7.83E+10 82%
0
(145?232(2)23) 602,5 ;H 430E+11 | 5.77E+11 | 4.40E+11 | 4.90E+11 | 5.93E+11 | 5.10E+11 | 4.70E+11 | 5.37E+11 25%
2 0
(1413;;%1;(2)28) 6530ng 430E+11 | 433E+11 | 5.10E+11 | 4.87E+11 | 4.57E+11 | 427E+11 | 5.57B+11 | 2.57E+11 40%
0
(1413;;%1;(2)28) 7540? EH 430E+11 | 4.70E+11 | 3.87E+11 | 433E+11 | 2.23E+11 | 1.36E+11 | L.I12B+11 | 7.27E+10 83%
0
(14'32;2}11;8) e [403EHIT | 477EIT | 3.90EHIL | 327B411 | 323E411 | 293E411 | 340E+11 | 3.40E+11 16%
J - 0
Batch 3 30°C Rk
(1493441558) | 63% Ri | 4O3EF11 | 467E+11 | 380B+11 | 3.77E+11 | 383E+11 | 373E+11 | 2.80B+11 | 2.19E+11 46%
(145;;04111258) 75409 EH 4.03E+11 | 490E+11 | 4.27E+11 | 3.20E+11 | 1.84E+11 | 1.31E+11 | 4.07E+10 | 4.93E+10 88%
0
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Overall, the average loss in the three batches by condition over 24 months are as follows:
e 25°C/60% RH =-1%
e 30°C/65% RH =40%
e 40°C/75% RH = 84%

4. Please clarify whether the strain has been deposited in a recognized culture collection. The strain has
been deposited in the American Type Culture Collection (ATCC) with an ID of “SD-7780”. ATCC
confirmed receipt of the strain on May 28", 2020.

5. Please provide more information on the proportions of spores to vegetative cells in the spore
preparation. At the end of the manufacturing process, the spray dried bacteria are heat shocked to kill all
non-spore bacteria (~80 °C for 15 minutes). Thus, the final ingredient consists of essentially 100%
spores.

6. Please clarify whether or not the intended use in beverages includes intended use in alcoholic
beverages. The notifier would like to include alcoholic beverages as an intended use for Bacillus subtilis
Bss-19. Please let us know if you have any concerns with this use of the ingredient.

Sincerely,

Amy Clewell, ND, DABT
Vice Presendent, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc., on behalf of Danisco USA, Inc.
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Viebrock, Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Wednesday, September 1, 2021 5:05 PM

To: Viebrock, Lauren

Cc: John Endres; Jared Brodin

Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Attachments: Notifier Final Responses to 2021_04_30 GRN 969 Questions Sept 1 2021.pdf

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Dear Dr. Viebrock,

| hope that this email finds you well! Please find attached responses to FDA’s most recent questions related to GRN 969.
Please also don’t hesitate to let us know if you need any additional clarifications. If you could acknowledge that this was
received, we’d greatly appreciate it. Thank you!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Thursday, August 19, 2021 at 6:47 AM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Dear Dr. Clewell,

During our review of GRAS Notice No. 000969, we noted an additional question that need to be addressed.
-On page 23 of the notice, the notifier states that uses in other foods (in addition to these listed in GRN 000831
and GRN 000905) may be considered more novel and additive with regards to exposure. FDA requests a

clarification what is meant by novel and additional uses. Please specify these additional use categories.

We respectfully request a response within 10 business days. If you are unable to complete the response within that
time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me. Thank you in advance for your
attention to our comments.



Regards,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454
lauren.viebrock@fda.hhs.gov

iy U.S. FOOD & DRUG
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From: Amy Clewell <amy@aibmr.com>

Sent: Wednesday, May 12, 2021 12:30 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Thank you Dr. Viebrock!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Tuesday, May 11, 2021 at 7:58 AM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Dear Dr. Clewell,



Thank you for your responses to our questions regarding GRN 969. This is confirm receipt of the amendment submitted
on May 7, 2021.

Regards,
Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Monday, May 10, 2021 10:42 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Dear Dr. Viebrock,
| am writing just to make sure that the responses to GRN 969 were received per the email below. Thank you in advance
for confirming!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: Amy Clewell <amy@aibmr.com>

Date: Friday, May 7, 2021 at 2:00 PM

To: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: Re: DUPONT: GRN 000969 Questions

Dear Dr. Viebrock,

Please find attached the notifier’s responses to the GRN 969 questions. Please don’t hesitate to let me know if any other
guestions come up or if you need any clarification on the attached. Wishing you a nice weekend!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc



The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>
Date: Friday, April 30, 2021 at 10:42 AM

To: "jessica@aibmr.com" <jessica@aibmr.com>

Subject: GRN 000969 Questions

Dear Ms. Gruber,

During our review of GRAS Notice No. 000969, we noted questions that need to be addressed. Please find the questions
attached to this email.

We respectfully request a response within 10 business days. If you are unable to complete the response within that
time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me. Thank you in advance for your
attention to our comments.

Regards,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454
lauren.viebrock@fda.hhs.gov

iary U.S. FOOD & DRUG
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Lauren VieBrock

Regulatory Review Scientist/Microbiology Reviewer
Center for Food Safety and Applied Nutrition

Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454

lauren.viebrock@fda.hhs.gov

September 1, 2021

Re: Responses to FDA’s GRN 969 Questions

Dear Dr. VieBrock,
Please find responses to FDA’s questions concerning Bacillus subtilis Bss-19 (GRN 969) below. FDA’s
questions are in BLACK, while the notifier responses are in BLUE:

1) On page 23 of the notice, the notifier states that uses in other foods (in addition to these listed in GRN
000831 and GRN 000905) may be considered more novel and additive with regards to exposure. FDA
requests a clarification what is meant by novel and additional uses. Please specify these additional use
categories. As you are aware, the intended use of B. subtilis Bss-19 in GRN 969 is as an ingredient
added to foods at a level of up to 1 x 10! CFU/serving where standards of identity do not preclude such
use (note that this use does not including alcoholic beverages—see question 2 below. The GRN also
points out that it does not include use in infant formula or in foods that would require additional USDA
review). Some general examples were given on page 23 of the notice (“yogurt and other dairy products,
soy products, beverages, chewing gum, confectionary, snacks, and other foods”), however the examples
were not intended to be all-inclusive.

As noted, the GRN also states that “The addition of Bss-19 to some foods may be substitutive with
regard to other GRAS B. subtilis strains’ intended uses (e.g. GRN 831 and 905), or with regard to
traditional uses of B. subtilis. However, uses in other foods may be considered more novel and additive
with regard to exposure.” This statement was only meant to conservatively point out that while there is a
lot of overlap in the intended uses in GRN 969 compared to those in GRNs 831 and 905 as well as
traditional uses, there may hypothetically be uses that do not overlap and thus could be considered
“additional” (additive) or “novel” versus substitutive between B. subtilis strains. To clarify this further,
the intended uses stated in GRNs 831 and 905 are reviewed below:
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e GRN 831 states a large number of uses for its B. subtilis strain, but the list appears to
be finite (i.e. the list was not just examples, but instead was a full list of uses). The
list includes use in baked goods and baking mixes; beverages and beverage bases;
breakfast cereals; chewing gum; coffee and tea; condiments and relishes;
confections and frostings; dairy product analogs; fats and oils; fruit juices; frozen
dairy desserts and mixes; fruit and water ices; gelatins, puddings, and fillings; grain
products and pastas; soft/hard candy and cough drops; herbs, seeds, spices,
seasonings, blends, extracts, and flavorings; jams and jellies; milk and milk products;
nuts and nut products; plant protein products; processed fruits; processed
vegetables and vegetable juices; snack foods; soups and soup mixes; sugar; and
sweet sauces, toppings, and syrups at levels from 1 x 106to 1 x 101 CFU/serving.

e GRN 905 states that its B. subtilis strain is intended to be used as an “ingredient in
conventional foods at a level of 10° CFU/serving”.

Thus, while Bss-19 is a unique strain of B. subtilis, the uses of this strain could be substitutive for many
of the B. subtilis traditional or intended uses from other GRN strains. B. subtilis is generally used in
some traditional fermented foods as described in GRN 969, and thus use of the Bss-19 strain in such
foods may be considered substitutive for use of other B. subtilis strains if used in a similar manner. Use
of Bss-19 may also be substitutive in various foods with regard to the B. subtilis strain from GRN 831
since the addition levels are identical (up to 10'° CFU/serving) and because GRN 831 lists a large
number of intended use food categories. However, because Bss-19 is intended for use in any food
(except those categories stipulated above), there may be hypothetical instances where it is added to a
food not included in the GRN 831 list.

Similarly, while the B. subtilis strain in GRN 905 is intended for use in any conventional food, the
maximum addition level is slightly lower than the addition level stated for Bss-19 in GRN 969. Thus,
while use of the Bss-19 strain in conventional food categories would likely be substitutive to those of the
strain in GRN 905, Bss-19 may be added to some foods at a slightly higher addition level per serving
than that of the strain in GRN 905 (10'? versus 10° CFU per serving).

In summary, any hypothetical uses or use levels outside of those covered in the two GRNSs listed above
or by traditional uses could be considered “additional” or “novel”. However, the notifier does not have
any specific “additional” or “novel” uses in mind at this time. We hope this makes sense, and please do
not hesitate to let us know if you need any additional clarification.
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2). Please clarify whether or not the intended use in beverages includes intended use in alcoholic
beverages. The notifier would like to withdraw “alcoholic beverages” as an intended use for Bacillus
subtilis Bss-19.

Sincerely,

Amy Clewell, ND, DABT
Vice Presendent, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc., on behalf of Danisco USA, Inc.

1425 Broadway
Suite 458
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Viebrock, Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Monday, September 27, 2021 9:36 AM

To: Viebrock, Lauren

Cc: John Endres; Jared Brodin; West-Barnette, Shayla
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Hi Lauren and Shayla,

We communicated with the notifier regarding this question. The Bss-19 ingredient is only spray-dried. We apologize for
the mention of freeze-drying in the submission. Dupont has other strains that are freeze-dried and this appears to be a
typo related to that. Any mention of freeze-drying should be replaced with spray-draying.

Please let us know if you have any other questions or need any other information in this regard. Thank you!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Friday, September 24, 2021 at 6:18 PM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>, "West-Barnette, Shayla"
<Shayla.WestBarnette@fda.hhs.gov>

Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Hi Amy,

Thank you for the update. We look forward to receiving the response.

In the event that | am on leave when your response is submitted, please also include my colleague Dr. Shayla West-
Barnette (whose contact information is copied on this email) and she will then become the Regulatory Review Scientist

and point of contact for your submission moving forward.

Best,
Lauren



From: Amy Clewell <amy@aibmr.com>

Sent: Thursday, September 23, 2021 3:55 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Hi Lauren,

| just wanted to let you know that this question was received and I’'m seeking feedback from Dupont about an answer.
I'll send it to you as soon as we receive it.

Thanks!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Wednesday, September 22, 2021 at 6:26 AM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Hi Amy,
Thank you for confirming the notifier name.

One additional question on GRN 969. The ingredient description states it is a freeze-dried powder, while the
manufacturing section describes the ingredient as spray-dried. Can you please clarify whether the ingredient is spray- or
freeze-dried. Thank you.

Best,
Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Monday, September 13, 2021 9:53 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions




CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Hello again Lauren,
Our main contact for the project (i.e. the Notifier) responded as follows:

“Danisco USA, Inc. is still our legal entity, | think it would make most sense to have FDA continue to address letters to
this company name.”

Thanks very much for checking in on this, and let us know if there is anything else that you need!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: Amy Clewell <amy@aibmr.com>

Date: Monday, September 13, 2021 at 8:56 AM

To: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Good morning Lauren,
This is a great question! | will check with the client (notifier) and get back to you ASAP.

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Monday, September 13, 2021 at 7:59 AM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions
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Hi Amy,

Thank you for your response. The notifier is written as “Danisco USA, Inc” in the submission. With the recent
organizational changes at the company, is that how the notifier should still be addressed in our correspondences?

Thanks,
Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Wednesday, September 1, 2021 5:05 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Dear Dr. Viebrock,

| hope that this email finds you well! Please find attached responses to FDA’s most recent questions related to GRN 969.
Please also don’t hesitate to let us know if you need any additional clarifications. If you could acknowledge that this was
received, we’d greatly appreciate it. Thank you!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Date: Thursday, August 19, 2021 at 6:47 AM

To: Amy Clewell <amy@aibmr.com>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Dear Dr. Clewell,
During our review of GRAS Notice No. 000969, we noted an additional question that need to be addressed.
-On page 23 of the notice, the notifier states that uses in other foods (in addition to these listed in GRN 000831

and GRN 000905) may be considered more novel and additive with regards to exposure. FDA requests a
clarification what is meant by novel and additional uses. Please specify these additional use categories.



We respectfully request a response within 10 business days. If you are unable to complete the response within that
time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me. Thank you in advance for your
attention to our comments.

Regards,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454
lauren.viebrock@fda.hhs.gov

2Ry U.S. FOOD & DRUG
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From: Amy Clewell <amy@aibmr.com>

Sent: Wednesday, May 12, 2021 12:30 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: Re: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Thank you Dr. Viebrock!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>
Date: Tuesday, May 11, 2021 at 7:58 AM
To: Amy Clewell <amy@aibmr.com>




Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: RE: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

Dear Dr. Clewell,

Thank you for your responses to our questions regarding GRN 969. This is confirm receipt of the amendment submitted
on May 7, 2021.

Regards,
Lauren

From: Amy Clewell <amy@aibmr.com>

Sent: Monday, May 10, 2021 10:42 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>; Jared Brodin <Jared@aibmr.com>
Subject: [EXTERNAL] Re: DUPONT: GRN 000969 Questions

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you recognize the
sender and know the content is safe.

Dear Dr. Viebrock,
| am writing just to make sure that the responses to GRN 969 were received per the email below. Thank you in advance
for confirming!

Kind Regards,

Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: Amy Clewell <amy@aibmr.com>

Date: Friday, May 7, 2021 at 2:00 PM

To: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>

Cc: John Endres <john@aibmr.com>, Jared Brodin <Jared@aibmr.com>
Subject: Re: DUPONT: GRN 000969 Questions

Dear Dr. Viebrock,

Please find attached the notifier’s responses to the GRN 969 questions. Please don’t hesitate to let me know if any other
guestions come up or if you need any clarification on the attached. Wishing you a nice weekend!

Kind Regards,



Amy Clewell, ND, DABT

Vice President, Scientific and Regulatory Affairs
AIBMR Life Sciences, Inc.

(253) 286-2888

www.aibmr.com | @AIBMRInc

The information contained in this transmission may be legally privileged and confidential information intended only for the
use of the intended recipient. If you are not the intended recipient, the review, dissemination, distribution, copying, or printing
of this transmission is strictly prohibited. If you have received this message in error, please notify me immediately.

From: "Viebrock, Lauren" <Lauren.Viebrock@fda.hhs.gov>
Date: Friday, April 30, 2021 at 10:42 AM

To: "jessica@aibmr.com" <jessica@aibmr.com>

Subject: GRN 000969 Questions

Dear Ms. Gruber,

During our review of GRAS Notice No. 000969, we noted questions that need to be addressed. Please find the questions
attached to this email.

We respectfully request a response within 10 business days. If you are unable to complete the response within that
time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me. Thank you in advance for your
attention to our comments.

Regards,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454
lauren.viebrock@fda.hhs.gov

2y U.S. FOOD & DRUG
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From: Victoria

To: Viebrock, Lauren

Cc: West-Barnette, Shayla

Subject: RE: [EXTERNAL] RE: GRN 957

Date: Wednesday, October 6, 2021 9:07:04 AM
Attachments: image001.png

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you
recognize the sender and know the content is safe.

Lauren, the 3mg level that manufacture uses is their maximum level so anything under that would
be detected. They have told me that they will work according the FDA U.S. metal limits and change
the upper limit for lead to 0.5 mg/kg.

Thank you
Victoria Davis

Prozure
(561)926.2723

This email (and any attachments) is only intended for the use of the person or entity to which it is
addressed, and may contain information that is privileged and confidential. You, the recipient, are
obligated to maintain it in a safe, secure and confidential manner. Unauthorized disclosure or failure to
maintain confidentiality may subject you to federal and state penalties. If you are not the intended
recipient, please immediately notify us by return email, and delete this message from your computer.

From: Viebrock, Lauren [mailto:Lauren.Viebrock@fda.hhs.gov]
Sent: Tuesday, September 28, 2021 3:22 PM

To: Victoria

Cc: West-Barnette, Shayla

Subject: RE: [EXTERNAL] RE: GRN 957

Hi Victoria,
Please find our additional question for GRN 957 below.

In response to questions raised during our review of your notice, you confirmed that there was no
expectation that heavy metal contaminants, including lead, are present or detectable in your
Lactobacillus johnsonii ingredient. The specified limit for lead presented in your GRAS notice is up to
3 mg/kg and the results of batch analyses were reported in certificates of analysis as <3 mg/kg, zero,
or ‘none detected.” Although specification limits for contaminants are typically set a level higher
than the limits of the methods used for their detection, we note that the limit of 3 mg/kg that you
specified for lead is relatively high given the method used for its detection (ICP/MS), which would be
expected to have a significantly lower limit of quantitation. Because lead is not expected to be
present at quantifiable levels, a limit of 3 mg/kg may be unnecessarily high. In order to provide



assurance that lead will be present in your ingredient at minimal levels, we request that you reduce
the specified limit for lead to a level that more closely reflects the detection limit of the analytical
method, which would be expected to be much lower than 3 mg/kg.

We respectfully request a response within 10 business days. If you are unable to complete the
response within that time frame, please contact me to discuss further options.

If you have questions or need further clarification, please feel free to contact me or Shayla.
Thank you in advance for your attention to our comment.

Regards,
Lauren

From: Victoria <vdavis@prozure.net>

Sent: Sunday, September 26, 2021 6:53 PM

To: Viebrock, Lauren <Lauren.Viebrock@fda.hhs.gov>

Cc: West-Barnette, Shayla <Shayla.WestBarnette@fda.hhs.gov>
Subject: [EXTERNAL] RE: GRN 957

CAUTION: This email originated from outside of the organization. Do not click links or open attachments unless you
recognize the sender and know the content is safe.

Thank you Lauren
Vectornia Davis

Prozure
(561)926.2723

This email (and any attachments) is only intended for the use of the person or entity to which it is
addressed, and may contain information that is privileged and confidential. You, the recipient, are
obligated to maintain it in a safe, secure and confidential manner. Unauthorized disclosure or failure to
maintain confidentiality may subject you to federal and state penalties. If you are not the intended
recipient, please immediately notify us by return email, and delete this message from your computer.

From: Viebrock, Lauren [mailto:Lauren.Viebrock@fda.hhs.gov]
Sent: Friday, September 24, 2021 9:12 PM

To: Victoria
Cc: West-Barnette, Shayla
Subject: GRN 957

Hi Victoria,

Thank you and Michael for speaking with us regarding the lead specification limit provided in GRN
957. We will be in touch shortly with the written follow up question. The email may come from me,



but in the event that | am on leave at that time, it will come from my colleague Dr. Shayla West-
Barnette (whose contact information is copied on this email) and she will then become the
Regulatory Review Scientist and point of contact for your submission moving forward.

Best,
Lauren

Lauren VieBrock
Regulatory Review Scientist/Microbiology Reviewer

Center for Food Safety and Applied Nutrition
Office of Food Additive Safety

U.S. Food and Drug Administration

Tel: 301-796-7454

lauren.viebrock@fda.hhs.gov
(pJY U.S. FOOD & DRUG
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