GRAS Notice (GRN) No. 1022 with amendments
https://lwww.fda.gov/food/generally-recognized-safe-gras/gras-notice-inventory


mailto:mizue@dosebiosystems.com
























http:https://img.jgi.doe.gov

































https://www.canada.ca/en












https://doi.org/10.S281/zenodo.3607193















http:109.c:FU/d.ay




































http:F_U/~_a.Vl












https://www.kegg.jp/blastkoala
http:https://card.mcmaster.ca












https://cge.cbs.dtu.dk/services/MobileElementFinder


















https://www.foodstandards.gov.au



https://store.fil-idf.org/product
https://fns



http:http://emlOO.edaptivedocs.net
https://asm.org/Protocols/Blood-Agar-Plates-and















http:http:ljwww.itis.gov















https://www.canada.ca/en/public-health/services



https://www.tga.gov.au/compositional-guideline/streptococcus-salivarius
https://www.sigmaaldrich.com/technical
http:http://mmbr.asm.org



http:fmb.09.61
https://doi.org/10.1016






mailto:mizue@dosebiosystems.com









mailto:PRAStaff@fda.hhs.go_y







Overbey, Katie

From: Mizue Naito <mizue@dosebiosystems.com>

Sent: Tuesday, February 15, 2022 2:46 PM

To: Overbey, Katie

Cc: Ted Jin

Subject: [EXTERNAL] Re: GRN 1022 - FDA's Follow-Up Comments

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 Dr. Overbey,

Thank you very much for your questions regarding S. salivarius DB-B5. Please see below the responses to your
questions:

Questions for GRN 1022

1. On p. 11, you state that finished food products containing S. salivarius DB-B5 will be labelled with appropriate
allergen declarations (e.g., soy), as required under FALCPA. Please clarify if any components of the fermentation medium
or other components of the manufacturing process are from an allergenic source.

Response:

The fermentation medium includes the use of soy peptone. This ingredient is affirmed as GRAS under 21 CFR
§184.1553. Foods containing S. salivarius DB-B5 will be labelled with soy as an allergen, according to FALCPA
requirements. No other components of the fermentation medium or other components of the manufacturing
process are from an allergenic source.

2. Please clarify the following information about the microbial specifications provided in Table 2.3.1-1 on p. 12:

a. Please state the sample sizes used for the Salmonella, Escherichia coli, and bile tolerant gram-negative bacteria
specifications and include these quantities in your specified limits for these microorganisms as well as in the results of
batch analyses.

Response:
a. The sample sizes for Salmonella and E. coli are both 10 g, while sample size for bile tolerant Gram-negative
bacteria are 5 g. Please see the updated relevant sections of tables below that include these quantities:

Table 2.3.1-1 Product Specifications for S. salivarius DB-B5 (Microbiology only)

Parameter Specification Method of Analysis
Microbiological Criteria

Aerobic plate count (CFU/g) NMT 50 USP<61>

Yeast and mold count (CFU/g) NMT 50 USP<61>
Salmonella Negativein 10 g USP<62>
Escherichia coli Negativein 10 g USP<62>

Bile tolerant gram-negative bacteria Negativein5g USP<62>

CFU = colony forming units; NMT = not more than.



Table 2.3.2-1 Analytical Data from 3 Representative Lots of S. salivarius DB-B5 (Microbiology only)

Parameter Specification Lot Number

BR-PD-5 BR-PD-6 BR-PD-7
Microbiological Criteria
Aerobic plate count (CFU/g) = NMT 50 <10 <10 <10
Yeast and mold count NMT 50 <10 <10 <10
(CFU/g)
Salmonella Negative in 10 g Negativein 10g | Negativein10g Negativein 10 g
Escherichia coli Negative in 10 g Negativein 10g = Negativein10g Negativein 10 g
Bile tolerant gram-negative | Negativein5g Negativein5¢g Negativein5¢g Negativein5g
bacteria

CFU = colony forming units; NMT = not more than.

b. Please confirm that the methods used for the aerobic plate count, yeast and mold count, and to enumerate
Salmonella, E. coli, and bile tolerant gram-negative bacteria are each validated for the stated use and sample size.

Response:
b. The microbiology analysis was performed by an external laboratory testing company. The validation/suitability
was performed by the company performing the analysis.

3. Please confirm that the internal method used to enumerate S. salivarius DB-B5 is validated for detection of the target
microorganism at the listed sample size of 1g.

Response:
Our internal method for measuring CFU/g has been validated.

4. For the administrative record, please state if S. salivairius DB-B5 is non-pathogenic and non-toxigenic.

Response:
S. salivarius DB-B5 is non-pathogenic and non-toxigenic, according to our in silico analyses described in Section
6.5, and our clinical studies described in Section 6.4.

5. Regarding the intended uses (Table 3.1.2-1) on pp. 15-16:

a. Please clarify the intended use in milk (fresh) and cream (pasteurized) given the standards of identity for milk and
cream. It is not clear that milk and cream with added S. salivarius DB-B5 would be distinct from the categories of
cultured milk and cream, which you have also listed. Was this distinction intentional or would these intended uses be
covered by the milk products category (21 CFR 170.3(n)(31))?

Response:

To clarify, Table 3.1.2-1 reflects the intended food uses that were listed in the GRAS notices for S. salivarius K12
(GRN 591) and S. salivarius M18 (GRN 807) submitted previously by BLIS Technologies Ltd. We are not sure why
milk (fresh) and cream (pasteurized) are listed separately from "cultured milk products" by the notifier of GRN
591 and GRN 807. We agree that cultured milk and cream would be covered by the milk products category in 21
CFR 170.3(n)(31).



b. Please clarify the intended use in water (still or mineral). Does this refer to flavored waters that may or may not be
carbonated? As written in the Table 3.1.2-1, this category appears to be bottled water and would be subject to the
requirements under 21 CFR 165.110.

Response:

As explained in our response to Q.1a above, Table 3.1.2-1 reflects the intended food uses that were listed in GRN
591 and 807. We believe it is the intention of the notifier for those GRNs (BLIS Technologies Ltd.) that this
category reflects flavored waters (that may or may not be carbonated), and not bottled water subject to the
requirements of 21 CFR 165.110.

To clarify, Dose Biosystems would like to note that S. salivarius DB-B5 is intended for addition into standardized
foods only if it is permitted by the applicable standard of identity.

6. Dietary exposure estimates should incorporate the maximum use levels of an ingredient and be based on
current food consumption data. For the dietary exposure, please clarify or revise the following:
a. Was the use level assumed to be equivalent to the target level of 1 x 10° CFU/serving?

Response:
Yes, the target levels of S. salivarius DB-B5 in food would be 1 x 10° CFU/serving.

b. What is the maximum use level considered in your safety evaluation? If this level differs from the level used in your
dietary exposure estimate, please provide dietary exposure estimates for the US population aged 2 years and older,
infants/toddlers, and children based on the stated maximum use level. Please also confirm that you have concluded S.
salivarius is GRAS for use at levels up to the proposed maximum use level.

Response:

The safety assessment of S. salivarius DB-B5 was based on the assumption that it will be present in foods at the
target use level of 1x1079 CFU/serving. Similar to other live microbial strains that have GRAS status as food
ingredients, S. salivarius DB-B5 will be added to foods at an overage in order to account for loss of viability over
time and ensure the target level (1x1079 CFU/serving) is maintained throughout the shelf-life of the food
product. The level of overage required will depend on the specific food application, though this typically ranges
around 2- to 5-fold, and may reach as high as 10-fold. Thus, the initial addition level of S. salivarius DB-B5 into
foods could potentially be as high as 1x10210 CFU/serving.

With regards to the exposure calculation, the estimated daily intake values reported in Table 3.2-1 (pg. 17) were
incorporated by reference from GRN 591 and GRN 807. In these previous GRAS notices, it appears the exposure
calculation was derived assuming a use level of 1x1079 CFU/serving, even though the intended use level was
stated to provide a minimum of 1x1079 CFU/serving. Nonetheless, to account for the possibility that the initial
addition level of S. salivarius DB-B5 could potentially be 1x10710 CFU/serving, the estimated daily intake is
expected to be in the ranges of 10711 CFU/day assuming that 20 servings of foods containing S. salivarius DB-B5
are consumed daily. This level of intake (10711 CFU/day) is consistent with the ranges that have been estimated
for various other viable lactic acid bacteria strains with GRAS status (e.g., GRN 840, GRN 856). It should also be
reiterated that this is considered an extremely conservative estimate, as it assumes there is no loss in viability of
the strain during shipping and storage, and that all foods an individual consumes daily will contain S. salivarius
DB-B5.

Thus, Dose Biosystems has concluded that S. salivarius DB-B5 is GRAS for its intended uses as a general ingredient
in conventional foods at a target level of 1x1079 CFU/serving, while also taking into account that the initial



addition level into foods may be as high as 1x10210 CFU/serving in order to ensure the target level will be
maintained throughout the shelf-life of the food product.

Please let me know if there are any other questions that need addressing. Thank you very much for the opportunity to
address these questions.
Sincerely,

Mizue Naito

On Wed, 2 Feb 2022 at 14:16, Overbey, Katie <Katie.Overbey@fda.hhs.gov> wrote:

Dear Dr. Naito,

During our review of GRAS Notice No. 001022, we noted questions that need to be addressed. Please find the
questions below.

Please format your response such that each answer immediately follows the stated question. Please ensure that your
responses do not contain confidential business information and please do not submit a revised version of the GRAS
notice.

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

Thank you in advance for your attention to our comments.

Best,
Katie
Questions for GRN 1022
1. On p. 11, you state that finished food products containing S. salivarius DB-B5 will be labelled with appropriate

allergen declarations (e.g., soy), as required under FALCPA. Please clarify if any components of the
fermentation medium or other components of the manufacturing process are from an allergenic source.
2. Please clarify the following information about the microbial specifications provided in Table 2.3.1-1 on p. 12:

a. Please state the sample sizes used for the Salmonella, Escherichia coli, and bile tolerant gram-negative
bacteria specifications and include these quantities in your specified limits for these microorganisms as
well as in the results of batch analyses.

b. Please confirm that the methods used for the aerobic plate count, yeast and mold count, and to
enumerate Salmonella, E. coli, and bile tolerant gram-negative bacteria are each validated for the
stated use and sample size.



3. Please confirm that the internal method used to enumerate S. salivarius DB-B5 is validated for detection of the
target microorganism at the listed sample size of 1g.

4. For the administrative record, please state if S. salivairius DB-B5 is non-pathogenic and non-toxigenic.

5. Regarding the intended uses (Table 3.1.2-1) on pp. 15-16:

a. Please clarify the intended use in milk (fresh) and cream (pasteurized) given the standards of identity for
milk and cream. It is not clear that milk and cream with added S. salivarius DB-B5 would be distinct
from the categories of cultured milk and cream, which you have also listed. Was this distinction
intentional or would these intended uses be covered by the milk products category (21 CFR
170.3(n)(31))?

b. Please clarify the intended use in water (still or mineral). Does this refer to flavored waters that may or
may not be carbonated? As written in the Table 3.1.2-1, this category appears to be bottled water and
would be subject to the requirements under 21 CFR 165.110.

6. Dietary exposure estimates should incorporate the maximum use levels of an ingredient and be based on
current food consumption data. For the dietary exposure, please clarify or revise the following:

a. Was the use level assumed to be equivalent to the target level of 1 x 10° CFU/serving?

b. What is the maximum use level considered in your safety evaluation? If this level differs from the level
used in your dietary exposure estimate, please provide dietary exposure estimates for the US
population aged 2 years and older, infants/toddlers, and children based on the stated maximum use
level. Please also confirm that you have concluded S. salivarius is GRAS for use at levels up to the
proposed maximum use level.

Katie Overbey, Ph.D., M.S (she/her/hers)
Regulatory Review Scientist

Division of Food Ingredients
Office of Food Additive Safety

Center for Food Safety and Applied Nutrition
U.S. Food and Drug Administration

Tel: 240-402-7536

katie.overbey@fda.hhs.gov




Mizue Naito, Ph.D.
Director, Microbiome and Probiotics R&D
Dose Biosystems

MaRS Discovery District, 661 University Ave, Suite 1300 Toronto, ON, M5G 0B7, Canada



Responses from notifier to questions for GRN 1022

5/22/2022

1. We understand that the intended uses listed in Table 3.1.2-1 were taken from GRNs 591 and 807.
However, the information provided in a GRAS notice is the responsibility of the notifier and conclusions
pertaining to the general recognition of safety of the notified substance for its intended uses must be
clearly stated in the notice. In regard to our previous question 5b in your 2/15/2022 amendment, please
confirm that you, Dose Biosystems, intend to use this product in flavored waters that may or may not be
carbonated and not bottled waters subject to the requirements of 21 CFR 165.110.

Response:
Dose Biosystems intends to use the product in flavoured waters which may or may not be

carbonated. Bottled waters (subject to 21 CFR 165.110) is not an intended use of the product at this
time.

2. Please provide the deposition number for S. salivarius DB-B5.

Response:
S. salivarius DB-B5 has been deposited at the International Depositary Authority of Canada (IDAC) under

the accession number 160720-01.

3. In the 2/15/2022 amendment, you note that estimates for dietary exposure to S. salivarius DB-B5 are
up to 10%* CFU/serving and that this is based on consumption of 20 servings of food per day containing S.
salivarius DB-B5. However, in the original notice you indicated that the dietary exposure was estimated
by presuming that half (10) of these servings of food would contain S. salivarius DB-B5 at levels up to
10'° CFU/serving. Please clarify if your dietary exposure estimate in the amendment was based on 20
servings or 10 servings of food containing S. salivarius DB-B5 at levels up to 10'° CFU/serving.

Response:
For clarity, the dietary exposure in the amendment was based on 20 servings of food containing

maximum levels of 10'° CFU/serving. In our original notice, we had noted that 20 servings would be
extremely unlikely, as this reflects the amount of ALL foods that would be typically consumed in a day
(Basiotis et al., 200). Thus, the notice had indicated that 10 servings of food may be a more realistic
approach in the derivation of exposure.

4. Please provide a statement that all materials used in the manufacturing process are approved for
their respective uses via a regulation in Part 21 of the U.S. Code of Federal Regulations, are the subject
of an effective food contact notification, or are GRAS for that use in the U.S.

Response:
All materials used in the manufacturing process are food grade, and approved under the following

regulations: 21 CFR §173, 21 CFR §168, 21 CFR §184 or 21 CFR §182. All other ingredients are GRAS for
its intended uses in the U.S.






Overbey, Katie

From: Mizue Naito <mizue@dosebiosystems.com>

Sent: Wednesday, June 15, 2022 10:51 AM

To: Overbey, Katie

Cc: Ted Jin

Subject: Re: [EXTERNAL] Re: GRN 1022 - Additional 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 Dr. Overbey,
Please see the response below to your question:

Question: You note in your response to question 3 in your 5/22/22 amendment that your exposure estimate was based
on 20 servings containing maximum levels of S. salivarius DB-B5 of 10'° CFU/serving. However, you state that you
estimate an intake of 1 x 10" CFU/person/day in your 2/15/22 amendment. Please clarify that the correct estimate for
dietary intake is 2 x 10" CFU/person/day.

Response: In our response on 2/15/22, we had indicated that the level of intake would be in the ranges of 10211, but was
not very clear on the exact amount. We would like to clarify that while our target dose of S. salivarius DB-B5 is 1 x 10*9
CFU/serving, an overage of up to 1 x 10710 CFU/serving may be required to ensure target level throughout shelf-life of
some food applications. Assuming 20 servings are consumed in a day, the estimate for dietary intake would be 2 x 10711
CFU/person/day.

Thank you,
Mizue Naito

On Mon, 13 Jun 2022 at 14:10, Overbey, Katie <Katie.Overbey@fda.hhs.gov> wrote:

Hello Dr. Naito,

We had an additional clarifying question for GRN 1022:

¢ You note in your response to question 3 in your 5/22/22 amendment that your exposure estimate was based on
20 servings containing maximum levels of S. salivarius DB-B5 of 10'° CFU/serving. However, you state that you
estimate an intake of 1 x 10 CFU/person/day in your 2/15/22 amendment. Please clarify that the correct
estimate for dietary intake is 2 x 10 CFU/person/day.

We request that you please reply to this email with your response within 10 business days. If you require more time,
please reach out to me.



Thank you,

Katie

From: Overbey, Katie

Sent: Wednesday, May 25, 2022 2:06 PM

To: Mizue Naito <mizue@dosebiosystems.com>

Cc: Ted Jin <ted@dosebiosystems.com>

Subject: RE: [EXTERNAL] Re: GRN 1022 - Additional Questions

Hello Dr. Naito,

Thank you for your responses to our questions. | will follow-up if we require any additional information.

Katie

From: Mizue Naito <mizue@dosebiosystems.com>

Sent: Sunday, May 22, 2022 8:45 AM

To: Overbey, Katie <Katie.Overbey@fda.hhs.gov>

Cc: Ted Jin <ted@dosebiosystems.com>

Subject: [EXTERNAL] Re: GRN 1022 - Additional 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 Dr. Overbey,

Thank you for your questions regarding S. salivarius DB-B5. Please see below the responses to your questions:

Questions for GRN 1022

1. We understand that the intended uses listed in Table 3.1.2-1 were taken from GRNs 591 and 807. However, the
information provided in a GRAS notice is the responsibility of the notifier and conclusions pertaining to the general
recognition of safety of the notified substance for its intended uses must be clearly stated in the notice. In regard to our
previous question 5b in your 2/15/2022 amendment, please confirm that you, Dose Biosystems, intend to use this




product in flavored waters that may or may not be carbonated and not bottled waters subject to the requirements of
21 CFR 165.110.

Response:

Dose Biosystems intends to use the product in flavoured waters which may or may not be carbonated. Bottled
waters (subject to 21 CFR 165.110) is not an intended use of the product at this time.

2. Please provide the deposition number for S. salivarius DB-B5.

Response:

S. salivarius DB-B5 has been deposited at the International Depositary Authority of Canada (IDAC) under the
accession number 160720-01.

3. In the 2/15/2022 amendment, you note that estimates for dietary exposure to S. salivarius DB-B5 are up to 10%
CFU/serving and that this is based on consumption of 20 servings of food per day containing S. salivarius DB-B5.
However, in the original notice you indicated that the dietary exposure was estimated by presuming that half (10) of
these servings of food would contain S. salivarius DB-B5 at levels up to 10* CFU/serving. Please clarify if your dietary
exposure estimate in the amendment was based on 20 servings or 10 servings of food containing S. salivarius DB-B5 at
levels up to 10%° CFU/serving.

Response:

For clarity, the dietary exposure in the amendment was based on 20 servings of food containing maximum levels
of 10*° CFU/serving. In our original notice, we had noted that 20 servings would be extremely unlikely, as this
reflects the amount of ALL foods that would be typically consumed in a day (Basiotis et al., 200). Thus, the notice
had indicated that 10 servings of food may be a more realistic approach in the derivation of exposure.

4. Please provide a statement that all materials used in the manufacturing process are approved for their respective
uses via a regulation in Part 21 of the U.S. Code of Federal Regulations, are the subject of an effective food contact
notification, or are GRAS for that use in the U.S.

Response:

All materials used in the manufacturing process are food grade, and approved under the following
regulations: 21 CFR §173, 21 CFR §168, 21 CFR §184 or 21 CFR §182. All other ingredients are GRAS for its
intended uses in the U.S.

Thank you very much,



Mizue Naito

On Thu, 19 May 2022 at 20:22, Overbey, Katie <Katie.Overbey@fda.hhs.gov> wrote:

Dear Dr. Naito,

During our review of GRAS Notice No. 001022, we noted additional questions that need to be addressed. Please find
the questions below.

Please format your response such that each answer immediately follows the stated question. Please ensure that your
responses do not contain confidential business information and please do not submit a revised version of the GRAS
notice.

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

Thank you in advance for your attention to our comments.

Questions for GRN 1022

1.We understand that the intended uses listed in Table 3.1.2-1 were taken from GRNs 591 and 807. However, the
information provided in a GRAS notice is the responsibility of the notifier and conclusions pertaining to the
general recognition of safety of the notified substance for its intended uses must be clearly stated in the
notice. In regard to our previous question 5b in your 2/15/2022 amendment, please confirm that you, Dose
Biosystems, intend to use this product in flavored waters that may or may not be carbonated and not bottled
waters subject to the requirements of 21 CFR 165.110.

2.Please provide the deposition number for S. salivarius DB-B5.

3.In the 2/15/2022 amendment, you note that estimates for dietary exposure to S. salivarius DB-B5 are up to 10!
CFU/serving and that this is based on consumption of 20 servings of food per day containing S. salivarius DB-
B5. However, in the original notice you indicated that the dietary exposure was estimated by presuming that
half (10) of these servings of food would contain S. salivarius DB-B5 at levels up to 10° CFU/serving. Please
clarify if your dietary exposure estimate in the amendment was based on 20 servings or 10 servings of food
containing S. salivarius DB-B5 at levels up to 10'° CFU/serving.



4.Please provide a statement that all materials used in the manufacturing process are approved for their
respective uses via a regulation in Part 21 of the U.S. Code of Federal Regulations, are the subject of an
effective food contact notification, or are GRAS for that use in the U.S.

Best,

Katie

Katie Overbey, Ph.D., M.S (she/her/hers)
Regulatory Review Scientist

Division of Food Ingredients
Office of Food Additive Safety

Center for Food Safety and Applied Nutrition
U.S. Food and Drug Administration

Tel: 240-402-7536

katie.overbey@fda.hhs.gov

Mizue Naito, Ph.D.
Director, Microbiome and Probiotics R&D
Dose Biosystems

MaRS Discovery District, 661 University Ave, Suite 1300 Toronto, ON, M5G 0B7, Canada




Mizue Naito, Ph.D.
Director, Microbiome and Probiotics R&D
Dose Biosystems

MaRS Discovery District, 661 University Ave, Suite 1300 Toronto, ON, M5G 0B7, Canada



Overbey, Katie

From: Mizue Naito <mizue@dosebiosystems.com>
Sent: Tuesday, August 2, 2022 10:33 PM

To: Overbey, Katie

Cc: Ted Jin

Subject: [EXTERNAL] Re: GRN 1022 - Follow-up Question

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 Dr. Overbey,
Thank you very much for your question. Please see below our response:

Dose Biosystems notes that other closely related S. salivarius strains, namely S. salivarius K12 (GRN No. 591) and S.
salivarius M18 (GRN No. 807), have been concluded GRAS for their intended uses across a broad range of food
categories, including “baby, infant, and toddler foods (excluding infant formula)”. Even though S. salivarius DB-B5 is
manufactured under hygienic conditions in accordance with cGMP and HACCP to minimize the likelihood of microbial
contamination, Cronobacter sakazakii is not currently included as a specification parameter. As such, Dose Biosystems
would like to clarify that S. salivarius DB-B5 is intended only for use in conventional foods intended for the general
population. S. salivarius DB-B5 will not be used in infant formula, or other products that are intended for
consumption by infants or very young children. Additionally, S. salivarius DB-B5 will not be used in products where the
standard of identity may preclude its use, or in meat and poultry products that are regulated by the FSIS of the USDA.

Thank you very much,
Mizue Naito

On Tue, 26 Jul 2022 at 11:25, Overbey, Katie <Katie.Overbey@fda.hhs.gov> wrote:

Hello Dr. Naito,

We have noted an additional question for GRN 1022 that is provided below.

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.

1. Cronobacter sakazakii has been isolated from foods intended for very young children and can cause infection in
infant and toddler populations. Because Dose Biosystems lists an intended use of S. salivarius DB-B5 as an
ingredient in infant foods there remains a potential risk to these vulnerable populations if C. sakazakii is not
controlled for during the production of S. salivarius DB-B5 or if foods formulated with this ingredient are not
treated with an inactivation step (e.g., retort) before consumption by infants or toddlers. We note the
following publications that discuss the prevalence and potential concerns of C. sakazakii presence in such
foods:



e Chen, Q. Zhu, Y., Qin, Z, Qiu, Y., & Zhao, L. (2018). Cronobacter spp., foodborne pathogens threatening
neonates and infants. Frontiers of Agricultural Science and Engineering, 5(3), 330-339.

e Forsythe, S. J. (2015). New insights into the emergent bacterial pathogen Cronobacter. In Food Safety (pp.
265-308). Academic Press.

Given that the intended uses include use in foods intended for consumption by infants and very young children,
how does Dose Biosystems plan to control for the presence of C. sakazakii? If Dose Biosystems does not plan to
include a specification for C. sakazakii, please provide a discussion regarding why this is not necessary from a

safety perspective and how the presence of C. sakazakii is controlled during manufacture of S. salivarius DB-B5.

Thank you,

Katie

Katie Overbey, Ph.D., M.S (she/her/hers)
Regulatory Review Scientist

Division of Food Ingredients
Office of Food Additive Safety

Center for Food Safety and Applied Nutrition
U.S. Food and Drug Administration

Tel: 240-402-7536

katie.overbey@fda.hhs.gov




Mizue Naito, Ph.D.
Director, Microbiome and Probiotics R&D
Dose Biosystems

MaRS Discovery District, 661 University Ave, Suite 1300 Toronto, ON, M5G 0B7, Canada
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