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AGENCY: Food and Drug Adminisiration, HHS.

ACTION: Proposed rule; reopening of the comment period.

SUMMARY: The Food and Drug Administration (FDA) ’is reopening until [insert

date 60 days after date of pub]icdtion in the Federal Register], the comment
period for the proposed rule, publishe_dmin“the,Eedepgl%l;ﬁegister of July 9, 1996
(61 FR 36154), revising its infant formula regulations,in 21 CFR perts 106 and
107. The proposed rule would estabhsh requlrements for current good
manufacturing practice (CGMP) and audits, estabhsh requn‘ements for quahty
factors, and amend its quality control procedures, notification, and records and
reports requirements for infant fér,m;ula- EDA.i.SI%QPenng'the Cbmﬁmentperiod

* to update comments and to receive any new information.

DATES: Submit written or electronic comments by [insert date 60 days after

date of publication in the Federal Register].

ADDRESSES: Submit written comments to the Dockets Management Branch

(HFA-305), Food and Drug Administration, 5630 Flshers Lane, rm. 1061,

cf0317 - ‘ f _ Mgc &
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Rockville, MD 20852, Submit electronic comments to http://www.fda.gov/

dockets/ecomments.

FOR FURTHER INFORMATION CONTACT: Shellee Anderson Center for Food Safety
and Apphed Nutrition (HFS— 800) Food and Drug Admlmstratlon 5100 Paint
Branch Pkwy., College Park, MD 20740, 301—436-1491, or e-mail:

Shellee. Anderson@cfsan.fda.gov.

SUPPLEMENTARY INFORMATION:
I. Reopening of Comment Period =

In the Federal Register of July 9, 1996 (61 FR;§36"1‘,'54),,FDA proposed
regulations (the 1996 p‘ro’p"osal) te,reyiﬁs’e its infhe:nt;formglﬁ,,\rgg}llations to
establish requirements for quality factors and CGMP; to amend its quality
control procedure, notification, end records ‘andd_geport requiremehts for infant
formulas; to require that infant fermul‘e;s” contain, and be _tested for,‘requi‘red
nutrients and foi‘ any nutrient,added by the manufacturer thmughout their
ehelf life, and that they be produ:cedunder StITiQt_Iﬁiﬁlfobiglogie’al controls; and

to require that manufacturers implement the CGMP and quality control

procedure requirements by establishing a pro,ductiioyn and in-process control
system of their own design‘ The agency proposed :these requirements to |
1mplement provisions of the Drug Enforcement, Educatlon and Control Act of
1986 (Public Law 99-570) that amended sectmn 412 of the Federal Food, Drug,

and Cosmetic Act (the act) (21 U.S.C. 350a).

Interested persons were originally given until October 7, 1996, to comment
on the 1996 proposal. However, at the request of a trade organization, the
comment period was extended to December 6, 1996 (61 FR 49714, September

23, 19986).
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FDA’s Food Advisory Committee (F AC) met oh APrﬂ 4 and5 2002 to
discuss general scientific principles related to quality factors for infant
formula. The committee was also asked to discuss the scientific issues related o,
to the generalization of findings from a clinical stlidy using preterm infant
formula consumed by preterm infants to a term infant),{formulajnten,dedkforﬁ N
use by term infants. On Novem_bor« 18 and 19, 2002, the Infant ’Form’ula
Subcommittee (IFS) of the FAC met to di‘scuss the 3sc“iontiﬁc i’_s‘sue,s and
principles involved in assessing ond evaluating Whethey a “new” infant

formula supports normal physical growth in infants when Coﬁéﬁmed as a sole

source of nutrition. The Contammants and Natural Toxicants Subcormmttee -

(CNTS) of the FAC met on Marchzk_l&and 19, 2003, to discuss the scientific.
issues and principles involved in assessing and évéluating Enterob'acter
sakazakii contamination in powdered infant formula rlsk reduction strategles’
based on available data, and research questions and prlorltles Informatlon on
these three meetings, including the agenda, questions asked, guest speakers,
committee roster, briefing information, and tranSci‘ipts of the meetings can be

found at http://www.fda.gov/ ohrms/ dockets/ac/ Cfsan()zhtm ;
II. Request for Comments

Because of the length of time that has elapsed since publioation of the
1996 proposal and the occurrence of the FAC, IFS,Z and CNTS meetings , FDA
is interested in updating comments and receiving any new information before
issuing a final rule. Accordmgly, the agency is requestmg comments onall

issues in the proposed rule. Comments prev1ously submltted to the Dockets . f,

Management Branch do not need to be resubmitted because allcomments B

submitted to the docket number will be CODSldeTe‘,hnaIlyﬁnal rule to the
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1996 proposal. Since the 1996 proposal was publiahed, several issues within
the scope of that proposal have Cfome to the agenoy’s attention and are set forth

in this document for comment. =

(Issue 1) In April 2001, an outbreak of E. sakazakii occurred in 10 infants

in the neonatal intensive care unit of a hospital in Tennessee (Ref. 1). One

of these infants died. The 1111nfantshadconsumedformulathatwasmade e

from sterile water and a specific batch of powdered infant formula. Samples
from both opened and unopened cans of the 1mphcated brand of powdered

infant formula were cultured. ,E,%sqkazaku was : found in all samples from one

particular batch of the product Because of its concerns w1th E. sakazakii, FDA N

requests comment on whether there isa need to 1nclude a mlcrobrologlcal

requirement for E. sakazakii an_d, if so, what requlrement the agency should
consider to ensure the safety of powdered infant formula and prevent future

outbreaks. The agency requests comment on what:othe_r; changes, if any, in ,the

proposed microbiological requirements would be appropriate to ensure the

safety of powdered infant formula and to prevent outbreaks of illness. FDA

also requests comment on whether powdered infant formula to be consumed =~

requirements than formula 1ntended for older 1nfants The agency speo1flcally

requests comments on issues discussed at the CNTS meeting that are relevant ,
to this rulemaking. |
(Issue 2) On March 19, 2002, FDA issued a letter (Ref. 2) in response to

a notice of a manufacturer s conclusmn that B1f1dobacter1um lactis strain Bblz

and Streptococcus thermophilus strain Th4 are generally recognized as safe

(GRAS) for their intended use as ingredients in rmll(basedlnfant formula that

is intended for consumption by infants 4 months @,11,.,(.,1;91(1@1‘, at levels not to
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exceed CGMP. The agenCy has no questions 'abQUtzthernanufacture_r" S,

conclusion at this time, In the 1996 proposal, FDA provided controls in

proposed § 106.55 for powdered infant formula to prevent adulteration from

microorganisms, including a proposed limit on the maximum allowable .~

number of microorganisms in the aerobic plate count,, The agency requests
comment on what changes, if any, in the proposed microbiological

requirements would be appropriate to provide for;powdered infant formula and ‘
to ensure its safety if microorgantsms are intentionally added to infant

formulas. Would infant formula containing these added 'micrgorganisms

exceed the maximum allowable number in the aerobic plate count? How can

manufacturers ensure that a high aerobic plate count is due to the intentional
addition of microorganisms and not contamination? e s e

(Issue 3) The agency requests comments on Wthh prov151ons of the
proposed rule would require manufacturers to change thelr current act1v1t1es

What new activities would manufacturers have to undertake to comply Wlth

the proposed regulations? What ac_ti,v'ities wouldrmanufacturers haveto

~ discontinue to comply with the propoSed regugl‘ationsf?‘ What afre,‘th‘e costsof -
these changes? For example: | | |
(Issue 3a) Proposed § 106.20(a) requires that huildings used in the

manufacture of infant formula allot space for the separation of incompatible

peratrons such as the handhng of raw materlals the manufacture of the
product, and packaging and labehng operatlons FDA requests comment on the )
 types of control systems that manufacturers use to separate raw, m-process
and finished materials and the costs of making changes.
(Issue 3b) Proposed § ios.ze(d) would require manufacturers to useair

filtration systems, including prefilters and particulate matterair ,filters, on air
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supphes to production areas where ingredients or infant formula are drrectly
exposed to the atmosphere. FDA requests comment on the types and costs of

air filtration systems used by infant formula manufacturers and the costsof

making changes.

(Issue 4) One comment to the 1996 proposal stated that the validation

section in proposed §106.35 is so vague and the impact so enormous that
implementing it would be counterproductive. In proposed §106.35(a)(4) the
agency proposed that, for purposes of the sectlon, vahdatlon means ,
establishing documented evidence that prov1des a hlgh degree of assurance |
that a system will consistently produce a product ,meet;ng its predetermmed
specifications and quality characterlstlcs In proposed §106. 35(b)(1) FDA
proposed that all automatic systems be designed, mstalled tested and
maintained in a manner that w1ll ensure that they are capable of performmg

their intended function. The agency proposed in proposed § 106. 35(b)(4) that

automatic systems be validated before their first use to manufacture e
commercial product. Proposed § 106. 35(b)(5) states that the 1nfant formula
manufacturer shall ensure that any automatic system that is modified be

validated after the modification and before use of the modified system to

manufacture commercial product. FDA requests comments on the proposed

validation requirements. The agency specifically requests comments on current

f

validation activities of infant formula facilities and ho

validate their systems.
(Issue 5) Several provisions of the 1996 propo'sal (e.g., ‘§§ 106.30(d)(1) and

106.35(b)(2)) would require that‘ manufacturers calibrate instruments ,and

controls. In these proposed provrslons the agency spemfles that cahbratmn S

occur at routine 1ntervals FDA requests comments on how often andunder
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what conditions manufacturers now calibrate instruments and controls against

a known standard and the adequacy of current procedures.
(Issue 6) FDA proposed to esitablish,,twqqualijty factor measures for infant =~
formula, protein quality and normal physical growth. Quality factors are those

factors necessary to demonstrate that the infant formula, as prepared for

market, provides nutrients in a form that is bioa a1lable and safe as shown =~~~

by evidence that demonstrates that the formula supports healthy growth when
fed as a sole source of nutrition. The agency requests comments onthe

appropriateness of thg:sye,_guality factors and any iﬁformatiqgﬂgp,,chgr‘qUality |

factors that could be implemented to be consistent with current scientific

knowledge as required under section 412(b)(1) of the ac‘,t.‘ FDA specifically

requests comments on issues relevant to this rulemaking that were discussed

at the two FAC meetings and on;the; following quélity factor iVssue,s“:u ;
(Issue 6a) What requirements should the agency establish to determine
when manufacturers must conduct clinical growth studies for a new or .

reformulated infant formula? =~

(Issue 6b) In proposed § 106.97, FDA would riéquirfe that manufacturers

compare their clinical study growth data with th_Q: National Center forHealth

Statistics (NCHS) growth charts. The IFS of the FAC considered other sour

of reference data in addition to the NCHS and recpmmend

data as the most appropriate ref{erﬂencei data for comparison because they are

longitudinal, collected over the time period of interest for clinical studies of

COS i

infant growth, and collected in aresearchsettgngFDArequests commentson

,,,,,,

growth data rather than the NCHS growth charts..
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(Issue 6c¢) In proposed § 106. 97(a)(1)(1)(A) the agency would requ1re that

manufacturers conduct clinical stud1esthatareno less than 4 months in

duration, enrolling infants no more than 1 ‘month old at time of entry into

the study. The IFS of the FAC recommended thatmfantsbeenrolled byl4

days of age. FDA requests comments on the“appropriate age for infants

enrollment into clinical studies and on the duration of the

(Issue 7) In proposed § 106.97(a)(1)(ii), theagency states provisions that

it recommends manufacturers include in a clinical study protocol. Proposed

§106.97(a)(1)(ii)(C) discusses review and approval by an ppInstitll}ti‘Onal Review =

Board (IRB) in accordance with part 56 (21 CFR part 56), and the need for

obtaining written informed consent from parents or legal representatives of the
infants in accordance with part 50 (21 CFR part 50); Subsequent to the
publication of the 1996 proposal the agency 1ssued an interim final rule
entitled “Additional Safeguards for Children in Chmcal Investrgatlons of FDA—
Regulated Products” (66 FR 20589, April 24, 2001}), Wthh amended parts 50_
and 56 to include, within the scope of that rule déata and information about

a clinical study of an infant formula when submltted as part of an infant

formula notification under SGC’(lOI 4,12((:) of the act Thus requ1rements related

to IRB review and informed consent for such chmcal studles are dealt with

in that interim final rule, and therefore, reference to IRB Teview and 1nforrned !

consent will be removed from the 1996 proposal W1th respect to the other ,
clinical study protocol prov131ons in proposed § 106 97(a)(1)(11) the agency

intends to remove them from the proposed rule and develop a guldance |

document on what it recommends be mcluded ina chmcal study protocol for |

1nfant formula that is submltted as part of an 1nfant formula notlflcatlon under o

section 412[c) of the act.



III. How to Submit Comments

Interested persons may submit to the Dockets ,Mggagement Branch (see

ADDRESSES) written or electronic comments regarding this document. Submit

a single copy of electronic comments to http:/ /wwsw.'fda.gov/ dockets/

ecomments or two paper copies of any mailed comments, except that

individuals may submit one paper copy. Comments are to be 1dent1f1ed with

the docket number found in brackets in th headlng of this document. Recelved_

comments may be seen in the Docket Management Branch between 9am.and

4 p.m., Monday through Friday.

IV. References

FDA has placed the followmg references on dlsplay in the Dockets
Management Branch (see ADDRESSES] and may be seen by 1nterested persons

between 9 a.m. and 4 p.m., Monday through Frlday

1. Centers for Disease Control and Prevention, “Enterobacter sakazakii Infectlons o

Associated With the Use of Powdered Infant Formula—-Tennessee 2001 ” 51(14) 297,

Morbidity and Mortality Weekly Beport April 12, 2002.
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2. FDA, Agency response letter to GRAS notice numberGRNOOpZ}Q Marchlg -

2002.

Dated;, (f//,?/(;(

April 15, 2003.

Je, ey Shuren,
Assistant Commissioner for Pollcy
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BILLING cooE4160—01—S e




