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ACTION: Proposed rule.

SUMMARY: The Food and Drug Admi%nistration (FDA) is proposing to remove
the regulation applicable to the status of kspecific’productsé Croup A
streptococcus. FDA is proposing to iémmze the regulation becauseithe existing
requirement for Group A streptococcus organisms and derivatives is both
obsolete and a perceived impediment to the development of Group A
streptococcus vaccines. The regulatmn was written to apply to a group of
products that are no longer on the market We are takmg thlS action as part

of our continuing effort to reduce the burden of unnecessary regulations on
industry and to revise outdated regulatlons without diminishing public health
protection. This proposed rule is a companion to the direct final rule published
elsewhere in this issue of the Federal Register. We are takin‘g this action
because the proposed change is noncontroversial, and we do not anticipate
any significant adverse.comdlents. If we receive any significant adverse
comments that warrant terminating the direct final rule, we will consider such

comments on the proposed rule in developing the final rule.
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DATES: Submit written or e}lectronic comments on or hefore [insert date 75 days
after date of publication in the Feiiiera;l Register].
ADDRESSES: You may submit comments, identified by Docket No. 2005N-0335
and/or RIN number 0910-AF20, by any of the following methodé:

Electronic Submissions

Submit electronic comments in the following ways: -

o Federal eRulemaking Portal: http://Www.regﬁlatians.gav. Follow the
instructions for submitting comments. \ V |

¢ Agency Web site: http ://WWW.fda.gov/dockets/ecamments‘; Follow the

instructions for submitting comments on the agency Web site.

Written Submissions

Submit written submissions m the following ways:

o FAX: 301-827-6870.

e Mail/Hand delivery/Courier (for paper, disk, or CD-ROM submissions):
Division of Dockets Management (HFA—«’-SOS}, Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville, MD 20852. |

To ensure more timely proéessihg of comments, FDA is no longer
accepting commeﬁts submitted to the agency by e-mail. FDA encourages you
to continue to submit electroynicucm:‘g‘lmants‘ by ﬁsing the Federal eRulemaking
Portal or the agency Web site, asdeécribed in thé Eléctronkic Submyissions
portion of this paragraph. - |

Instructions: All submissioné received must include the agency name and
docket number or regulatory §nf0rm§ﬁdﬁ number (RIN) for this rulemaking.
All comments received may be posted Wiﬂmut change to http://www.fda.gov/

ohrms/dockets/default.htm, iilcludirl;g ariy personal in"formgﬁon provided. For
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additional information on submitfing épmments, see the “Comments” heading
of the SUPPLEMENTARY INFORMATION section of this document.

Docket: For access to the docket to read background décﬁménts or
comments received, go to hitp://www. fda.gov/ohz‘ms/dgckets/defdult.htm and
insert the docket number, found ii; brackets in the heading of this document,
into the “Search” box émd follow fhepmmpts‘ and/or gé to thé D‘ivision of
Dockets Management, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852.

FOR FURTHER INFORMATION CpNTACf:“Vaierié A. Butler, Center for §iologics
Evaluation and Research (HFM—17), Food and Drug Administration, 1401
Rockville Pike, suite 200N, Rockville, MD 20852-1448, 301-827-6210.

SUPPLEMENTARY INFORMATION:

I. Background

This proposed rule is a bompailion to the diréct* final rule puBlished
elsewhere in this issue of the Federal Register. This companion proposed rule
provides the procedural framework to ﬁnalize’ the rule in the G;V'eﬁt that the
direct final rule receives any signifﬁcantiédverse commenfs and is withdrawn.
The comment period for this cempanién proposed rule,ru,xrls Conciarrénﬂy with
the comment period for the direct fi;n,al\ rule. Any comments received under
this companion rule will also be considered as comments regarding the direct
final rule. We are publishing the direct final rule because the rule is
noncontroversial, and we do \inot anfgiicipate that it will receive any significant
adverse.comments.

A significant adverse comment 13 defined as a comment that explains why
the rule would be inapprc)pri;sxte, including challenges to the rule’s underlying
premise or approach, or would be ineffective or unacceptable without a

change. In determining whether an adverse comment is significant-and
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warrants terminating a diréct final rulemaking, we will consider whether the
comment raises an issue serious enough to warrant a substantive response in
a notice-and-comment proéess in accordance with s’ec’:ﬁon 553 of the
Administrative Procedure Act (5 U.S.C. 553). Comments that are frivolous,
insubstantial, or outside the scapé of the rule will not be considered significant
or adverse under this procedure. A comment recorhmendii;g a regulation
change in addition to thos.éj in the rule would not be considered a significant
adverse comment unless thé comment states why the rule would be ineffective
without additional change. In addition, if a significant adverse comment
applies to an amendment, ﬁaragraph,‘or section of this rule and that provision
can be severed from the remaindax{ of the rule, we may adopt as final those
provisions of the rule that afe notkséubjects of a significant adverse comment.

If no significant adverse comment is received in response to the direct final
rule, no further action will be taken related to this prcposed rule. Instead, we
will publish a confirmation ﬂocumgnt, before the effective date of the direct
final rule, confirming that the direcf final rule will go into effect an [insert
date 6 months after date of publication in the Federal Register]. Additional
information about direct rulemaking procedures is set forth in a guidance
published in the Federal Register of Novembei 21, 1997 (62 FR 62466).

| Section 610.19 Status of spec.iﬁ:fc products; Group A streptococcus (21 CFR
610.19), was published in the Federal Register of January 5, 1979 (44 FR 1544).
FDA issued that regulation after reviewing and considering the \fi,n;dings of the
independent advisory Panel bn Review Qrf‘Bacterial Vaccines and Bacterial
Antigens with “No U.S. ‘Stan{dard in;Potency” (the Panel). The pj:eémble to
the proposed rule for § 6710.19,*whic;;h was published in the Federal Register
of November 8, 1977 (42 FR 58266); jconta;ined the findings of the Panel,
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including the Panel’s specific findings about then-licensed products that
contained Group A streptococcus (42 FR 58266 at 58277 to 58278). The
regulation was a part of thé Pa»nel’%s review of the safety, effectiveness, and
labeling of biological prodﬁcts/f licensed before July 1, 1972. In 1972, the
regulatory authority of these biological products was {frax‘lsferred:fmm the
National Institutes of Health (NTH} to FDA. The Panel reviewed those licensed
biological bacterial products that were labeled, “NG ’U.S.‘Stand;ardof Potency.”
(There was a separate review for the “Eacteri’al Vaccines and Toxoids with
Standards of Potency.”) Products :c;.onsiﬁered by the/Pa/ne'l' included primarily
mixtures of bacterial preparations, e.g., Mixed Vaccine Respiratofy, which was
described as containing che;;micaHy killed organisn?s consisting of
Streptococcus (pyrogenes, Viridaﬁé, and nonhemolytic), Staphylococcus
(aureus and albus), Diplococcus pneumoniae, Neiserria catarrhalis, Klebsiella
pneumoniae, and Haemophilus jnﬂueﬁzde manufactured by Hollister-Stier,
Division of Cutter Laboratories (42 FR 58266 at 58268): Many of t}le products
considered by the Panel weﬁe indiciated as treatments for diverse ailments such
as colds, asthma, arthritis, and uveitis (42 FR 58266 ét'458270)‘

The Panel report listed a number of major concerns with this group of
products (“No U.S. Standard of Potency”) (42 FR 58266 at 582‘\69); One of the
major concerns was that no definedj standards of potency éxisted for any of
the products, so it was not pbssible;to establish that?the/microbialf;factors
manufacturers claimed to bei present m the products were indeed ;here orin
what concentration (42 FR 58266 ‘atj:; 58270). Many of these products were
developed years before specific eticﬂcgic agents were assoéiatéd with the cause
of specific diseases. Moreover, the labeled indications for these prgducts were

for diseases of obscure etiology (1d.). Manufacturers could provide to the Panel
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neither clinical data td support the safety or efficaﬁy of the products, nor any
justification for using the pmducté as described other than uncoiltrclled and
unconfirmed clinical impréssions? (,Id;.‘). Additional safety questions arose from
the fact that the products were adi;ninistered repeatedly over extended periods
of time with no evidence of systematic followup for the types of adverse effects
that might be associated w1th tepégted inoculations fId.). ThePa@@l stated in
their report, that in view of what Was known from laboratory studies about
potential risks associated with répeated; inoculations of foreign substances,
they had reservations about the long-term safety of this group of products (42
FR 58266 at 58270 through 58271); In fact, the Panel did not classify any of
these products into category I (those biélogical produ‘c(ts détermi:ﬁed to be safe,
effective, and not misbranded) (42 FRMS:EZGG at 58315).

In the Panel report, the section specifically concerning Group A
streptococcal vaccines describes the history, dating back tﬁ the 1930s, of major
attempts to immunize humam with hemolytic streptococci (42 FR 58266 at
58277). These early studies demonstrated severe sys;temic\toxicitiés (Id.). One
study (Ref. 1) described the éccurreénce of acute rheumatit: fever in siblings
of rheumatic fever patients folléwirj;g vaccination with a pértiaily purified
preparation (Id.). In addition, immugnological cross-reactiﬁity between
streptococcal cell wall protei;rl and mammalian myocardium was demonstrated
in vitro (Id.) (Ref. 2). Howevér, the ?anel report differentiated between the
licensed products under review and highly purified preparations, which were
at the research stage. The Panel repq;rt stated that the safety profile for a highly
purified preparation was quite different, noting that no anti-heart reactive
antibody has been observed in the post immunization sera bf infants or adults

receiving the purified preparation (I@.) (Ref. 3). The Panel concluded, based
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on demonstrated safety concerns, that the uncontrolled use of the Group A
streptococcal antigens in bacterialf vaccines with “No U.S. Standard of
Potency” represented unacceptable risks (42 FR 582\66‘at4 582?8); In fact, the
Panel stated: V

In view of the carefully conducte;d Coﬁtrolled studies Cuzxently under way with
purified chemically defined antigenic prepﬁrations/, one finds'it ‘c\iiffic‘:ﬁ-lt to justify
the use of uncontrolled, poorljy &efinéd preparations presumed to con‘;;ain antigens
that have been demonstrated in earliér studies to produce local and systemic
reactions. The hypothetical and theofetical objections stemﬁihg from }aboratory
studies linking mammalian and streptococcal. antigens have been given serious.
consideration in the design and conduct of present studies treating humans with the
newer purified streptococcal gntlgens\; |
(42 FR 58266 at 58277). In c;orn;t‘mstiz to ihe unbontrdlled,’;pbarly defined
preparations, the Panel made clear at the time that they Wei:e»not aoﬁdemning
the use of purified or characéterized; streptococcal antigens (Id.). Further, FDA
reviews each biological product and determines whether the risk-benefit
relationship is acceptable for the stage of *investigati’on and for licensure (see
21 CFR parts 312 and 6(4)1). This review is performed under the authority of
the Federal Food, Drug, and 1Cosmeﬁtic Act and the Public Health ‘Setvice Act
(see 21 U.S.C. 355(i); 42 U.S.C. 26»2;&1)(3) and (a)(2)(A)). FDA’s revijew is
adequate to assess the safety{px;rity, and potency of predﬁcts,thatgccmpanies
seek to license, and to ensure thatk human subjects in cIinical trials} of
investigational products are not exp;‘osed to unreasonable and significant risk
of illness or injury. |

Therefore, FDA concludgs that §610.19, which was codiifiedf@ﬂowing the
Panel report, was meant to apply only to those bacterial vaccines which the

Panel had under their review?o—licergsed but poorly characterized ;pmducts
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labeled “No U.S. Standard of Potency”%—aand not to more characterized
preparations under investigatien*fhen or now. Because there are no bacterial
mixtures with “No U.S. Standard of Pﬂtency containing Gmup A
streptococcal antigens lmensed at thls time, and current manufacturmg
technology allows for characterlza,tmn and purification of Group A
streptococcal products, this regulatlon is obsolete. Although it was never
intended to apply to the development of Group A streptococcal vaccines that
had adequate testing, FDA has det{arminéd that it has been perceived to cover
these products as well, and;thérefdre should be reﬁioﬁed;
IL Highlights of the Proposed Rule

We are proposing to remove § ;6210,;19 because the existing requirement is
obsolete and perceived to bé impeding the development of Gmu}i A
streptococcal vaccines usmg purified or charactenzed streptococcai antigens.
The regulation is obsolete because it was written to apply to’ a group of
products that are no longer on the market Certain partles mterestad in
developing new Group A streptococcal vaccines percexve the regulation as an
impediment, voiced during public me,etsings and worksho;ps, e.g., the Group
A streptococcus workshop sponsoréd by the National Institute of Allergy and
Infectious Diseases, NIH, held in Bethesda, MD on March 29 and 30, 2004.
Group A streptococci are responsible for significant morbidity and mortality
worldwide, including rheumatic fever and glomerulonephritis, as well as
pharyngitis, impetigo, and other clinical manifestations. Thefefor;e, a vaccine
to prevent diseases caused by this organism would have a puBlic health
benefit. We are taking this action as: part of our contmmng effort to reduce
the burden of unnecessary regulatm;ns on industry and to revise outdated

regulations without diminishing pubhc health protection.



ITI. Analysis of Impacts

A. Review Under Executive Order: 12866, the Regu!atory?FIeXibﬂityAct, and
the Unfunded Mandates Act of 1995 | |
FDA has examined the impacts of the propoéed rule under Executive

Order 12866 and the Regul’%xtory Flexibility Act (5 U,S.C‘.‘é{)lwﬁlé)‘, and the

12866 directs agencies to assess al} costs and benefits of available regulatory
alternatives and, when regﬁlaticn 1s necessary, to s\‘ele(:’tk regulatory approaches
that maximize net benefits {including potential eéonomic;fenvirdpmental,
public health and safety, and other advantages; distributive impécts; and
equity). The agency believe% thét this proposed rule is not asigni%ficant
regulatory action as defined by the Executive order.

The Regulatory Flexibiiity Actrequires agencﬁi'es to analyze regpiatory
options that would minimize any significant impact of a rule on small entities.
Because the proposed rule is removing a regulation, it would not result in any
increased burden or costs on small entities. =Theref0re,’the agency certifies that
the proposed rule will not h;ave:a significant economic. imp\act‘; on a substantial
number of small entities. v

Section 202(a) of the Uﬁfundeﬁ Méndates Reform Act of 19953 requires that
agencies prepare a written statement, which includes an as«sessmeént of
anticipated costs and benefits, before proposing “any rul\ejthat\inczludes any
Federal mandate that may result in the expenditure by State, local, and tribal
governments, in the aggregate, or—by the private sector, of $100,000,000 or more
(adjusted annually for inflation) in ény one yéar.” The current threshold after
adjustment for inflation is $t;115~mi1§1i0n«., using the most current (2;(;03) Implicit

Price Deflator for the Gross Domes“tic\ Product. FDA does not expect this
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proposed rule to result in any 1-year expenditure that would meet or exceed

this amount.

B. Environmental Impact | / ,

The agency has determline\d, under 21 CFR 25.31(h), that thié action is of
a type that does not individually or cumulatively have a significant effect on
the human envimnm\ent. Therefore,;neitjher an environmental assessment nor

an environmental impact statement is required.

C. Federalism

FDA has analyzed this proposéd rule in accordance with the principles
set forth in Executive Order 13132. FDA has determined i:hat the proposed rule
does not contain policies that have substantial direct effects oﬁ tiae States, on
the relationship between the Natio;rlaliG()vemment and ithé States, or on the
distribution of power and responsibilities among the various levels of
government. Accordingly, the agency has concluded thét,the proposed rule
does not contain policies that have federalism implications as de}fined\in the
Executive order and, conseQuentIy, a federalism summary imp\ac‘é statement is
not required. | |
IV. Paperwork Reduction Act of 1995

This proposed rule con’%ains né collections of information. Therefore,
clearance by the Office of Managénient and Budgetundergthe Paperwork
Reduction Act of 1995 (44 U.S.C. 3501-3520) is not required.
V. Request for Comments ) | ,

Interested persons may Submiﬁ to the Division of Dockets Management (see
ADDRESSES) written or electbonic qémments regarding this document. Submit
a single copy of electronic cpmmeﬂi{s or two paper copies of any mailed

comments, except that individuals may submit one paper copy. Comments are
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to be identified with the docket number found in brackets in tthe@ heading of
this document. Received ct;:)mmen;ts may be seen in the DiViéionﬁof Dockets
Management between 9 a.m. and 4 pqh.a Monday ihrough Friday.
VI. References

The following references have been placed on display in the Division of
Dockets Management (see ADDRESSES) and may be seen by interested persons
between 9 a.m. and 4 p.m., Manday through F rlday.

1. Massell, B.F., L.H. Horiikman,xand}/. Amezcua, “Rheumatic Feﬁféer Following
Streptococcal Vaccination. Report of }Thxfee(]ases,” Journal of the American Medical
Association, 207(6): 1115-1119, 1969. |

2. Kaplan, M.H. and M. Méyéserian, “An Immunological Cross-Reaction Between
- Group A Streptococcal Cells and H\i;ilan Heart Tissue,” Lancet, 1:706=710, 1962,

3. Fox, EN., L.M. Pachman, MK Wittner, and A Ddr:ﬁman;, “Primary
Immunization of Infants and Children witHGroup A S{reptﬂcoﬂcal M Protein,”

Journal of Infectious Djseases; 120:598-604, 1969.
List of Subjects in 21 CFR Haﬂ 610

Biologics, Labeling, Reporting and recordkeeping requifemef;ts.
m Therefore, under the Federal Food, Drug, and Cosmetic Act and the Public
Health Service Act, and under authority delegated by the Commissioner of Food
and Drugs, it is proposed that 21 CFR part 610 be amended as follows:
PART 610—GENERAL BIOLOGICAL PRODUCTS STANDARDS
m 1. The authority citation ~for/ 21 CFR part 610 continues to read as follows:

Authority: 21 U.S.C. 321, 331, 351, 352, 353, 355; 360, 360c, 360d, 360h, 360i,

371, 372, 374, 381; 42 U.5.C. 216, 262, 263, 263a, 264.
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§610.19 [Removed]
m 2. Remove §610.19.

Dated: November 21, 2005.

Jeffrey Shuren,

Assistant Commissioner for Policy.

BILLING CODE 4160-01-S



