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DEPARITMENT OF HEALTH, EDUCATION, AND WELFARE .

PUDLIC IZALTH SERVICT

FOOD AND DRUG ADMINISTRATION
ROCKHVILLE, MARYLAND 202322

~

APR 1 1 1976

Mr. Jozcph Stebler

}?f&:’:; ld\-l JER

Phammacenticel HManufacturers Assoolation

1155 Tiftesnth Strecot, N.W.

Washington, D.C. 20005 o

Dear Mr., Stetler:
This is in roply to your petitica Y’claanﬂ to the finzl requlation

wablished in the F aoral Fegister of March 14, 1975, Qﬂtlxlﬁ\i Vishen~
tos-Torm Tarticles in Liugs for Paruneral Injection”

Your petition requested (1) withdrawing two subsections of the final
regulaticn that you allege were not included os part of the original
proposal, (2) resording the subscction relating to sunszcuent use of
a non-fiber releasing filter, and (3) delaying the effective date of
the regulation.

Our response to your reguested actions is as follows:

1. Definition of non- leﬁr—roloamnj filter to include non-glaoss
fiber filters in § 211.40(3) (1).

Both your petition and a submission by Johns-Manville allege that
the Commissioner issued the final regulations contrary to the
rule making provisions of the 2dministrative Procedure Act in
that the final regulations included a substantive provision not
set forth in the proposed regulation. Specifically, you allece
that although the proposed regulations did not make any refuc‘wca
to glass fiber filters, the final requlation prohibits their us
in preparing drugs for injection into humans. As a result of
the failure to mention glass fiber filters in the proposal, you
allege that interested persons were precluded from presenting
written data, views, and arguments concerning such {ilters.

It is our conclusion that, although the terms of the notice are
broad enough to include glass filters, the lack of camments cn

the proposal with respect to the glass fiber filter issue indi-
cates that the proposal may not have provided sufficient notice
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Mr. Joscph Stetler 2

that the phrase "asbestos-containing or fiber-relcasing filter"
embraces glass fiber filters. Thercfore, to climinate the pos-
sibility of a legal challenge to the regulations on the grounds
that the progosal was inadequate, an aiondment to § 311..40(3) (1)

vill bz publishad in the oloral Registor to dzlel2 ron-cl:z 3

fibor filizus froa the definiticn ol noo fibec-relenoing nid ..

Howover, we maintain that tho scientific deta suggest that tho
presence of glass fibers in parenteral drugs is of eufficient
public hcalth coacorn to require agency ection.  Thnerefore, in
the very ncar future we intend to propose an amendmoent to pro-
hibit the use of glass fiber filters in the manufacture of parcon-

teral dirrugs for hunan vse.

1
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2. Fexpazt fox rewording of § 271.40(7) (7).

Your petition renucsts that § 211.40(3) (2) be amended io indicite
that the use of asbestoc-containing filtor with cubsoquent uvsoe i
a2 spzeific non-fibor releazing filter be routinely pornissible.
2s published, the regulation pemnits the use of an asbestos con-
taining filter with subsequent use of a specific non~fiber-relcas-
ing filter only upcn suxnissicn of proof Lo FDA tnat the use of a
non-fiber relecsing filter alone will, or is likely to, compro-
mise the safety and effectivencas of the drug procuct.  Your pe-
tition states that a non-fibor-releasing filter will filter out
any fibrous materials, thus moeting the agency's objective of
eliminating fibzars from the drug product. Therefore, since tha
agency's objective is mwet, vou contend that it should not be
necessary to dzmonstrate that the use of only a non-fiber-releas-
ing filter will compromise the safety of efficacy of the drug.

We conclude that such a change would be unacceptable since the
purpose of these regulations is to minimize to the greatest de-
grec possible the amount of asbestos or asbestos-foim fibers in
parenteral drugs, thereby minimizing the possibility of deleteri-

‘ ous effects. Although a non-fiber-releasing filter used after
an asbestos—containing filter will substantially reduce the nuun-
ber of fibers in the product, one cannot be sure that it will
remove all of this material. Therefore, the best means to elim-
inate asbestos contamination from parenteral drugs is by removal
of the asbestos filters from the process whenever possible.

3. Filtration of wash-water (§ 211.55).

Your petition also contends that § 211.55 adds a new requirement
that was not contained in the proposal. Specifically, your pe-
tition states that the specification that wash water used to clean
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containers for parenteral drug products and their components must
be filtered through a 0.22 micron filter (0.45 micron if the manu-
facturing conditions so dictate) was not in the proposal and there-
fore should be withivewn or published as a nroposad regulazion.

the nzecosity for Filt aticn of vouh warer, vl

1M ron-firor-rolessin Lcer Tt vl

rinze of containcers for povenivrael duregs and their CUONE Lo,
In eddition 1o the allegation that the filter pore size was not
included in the progosal, your petiticn states tvhat the filter
pore size specified is unreascnzbly siaall witrout the inclusica
of an appropriate test nethod to determine the offcot of filira-
tion and that the lavez volunos of water involvad in the o) eqas--
ing end rinsing operaticns con pose gy practiczl problets in

terms of Jucreased tire involved and noelless costs.

0

It is our concluzich that the proposal contains so
nation to peradt spazcificaticn, in the final reculation, of the
pore size of filters uscd to prepsre weter jor cleaning end rins-~
ing conteiners for parcnteral drugs end their compononts.,  There-
gucst to withdraw this roguirement. Your
petition did rot cbject to the pore size reguircnsnt for £filter-
ing diugs bul caly to that reguircnent as it p=rtains to the wash
water. 7o require a filter with a pore size of 0.22 micron (0.45
micron if the manufacturing conditions so dictate) for parenteral
drugs but to allow a filter of greater pore size to be used for
the wash water would defeat the pupose of the requlation. If
a filter of larger pore size than that used for the product w
permitted, the filteored product could be free of {ibers but the
rinsed container could have fibers in it of a cize that can pass
through the filter used as a result of the known inherent fiber
contamination of water. As a result, when the prroduct comes into
contact with the rinsed surfaces of such a container, the drug
product could becomz contazminated. Such a result would clearly
be contrary to the stated intent of the proposzd regulation, i.e.,
to minimize the possibility of deleterious effects resulting from
injecting asbestos fibers into man. FEven when asbestos filters
are not used by a manufacturer, asbestos particles have been
found in parenteral drugs.
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We recognize that the specific pore size to be used in filtering
parenteral drugs, as well as to be used in filtering the wash
water, was not mentioned in the proposal. ‘fhe dhvicus and loegical
intent was that the same size filter should be used for both. The
proposal did, however, contain the requirement that if an asbestos
filter was required in preparing the product, “an additional non-
asbestos-containing or non-fiber-releasing filter such as membrane
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filter shall subsequently be used to reduce the content of any
asbestos-form particles in the drug or drug ingredient. Evidence
for reduction shall be based on the use of the mathods described
in Criteria for a Nooacrerdsd Stondard-Occupational Fsoosure to
Achesite, Ropornt of Tuviow Cuowlitee, Naticand Institolo Foor
Couupuliconal Safcly end deallly, Poblication wo. HS 72-10777
(18723 .7 w0 cc. st cojeciod to this progosed rotoire 0L of
proeof of reauction of ashesios fibors {on the reasron Llhat Uio
Lest vas dnadegue te guanltitatively to dinomstrate reduztion ori

is dmnensely difficelt to perform.  In issuing the final regola-
tion, the Commissicner agrecd that betior methodologics for these
analyses were nezedcd.  He thercfore omitted proof of reduction
fran the final regalotion ond cvbstitoted the requirceent for

vse of a filter ol 0.22 wicren pore size (0.45 ndoron 1f the manu-
facturirng cenditicae so diclute) which is whal was noant by a

-

rzehrane {ilter in lhe propotal.

ihat the wording of a final regulation differs from the proposcd
regulation is not sufficient rexs-m to reguire that thoe fonme:
be published as a new proposal. The ingortant issve is whethor
the prroposal adequately put interested porsens on notice as 1o

e intent of the regulation. In this instance the propocs
requlation clearly gave notice that all reasonable attampls to
exclude asbestos fibers from parenteral drug products would bo
requived. It was also obvious that filtoers with comparable pore
size would be necessary to preclvde asbestos fibers from finding
their way into the final drug product.

4. Delay of Effective Date of Reogalation.

Your petition indicates that many parenteral products, especially
biological products, have historically been Filtered through as-
bestos filters or cannot be filtered through known non-fiber-
releasing filters. Therefore, you allege that the requirements
placed on manufacturers to prove that the use of non-asbestos—

\ containing mcmbrane filters will compromise the safety or potency
of their products, before the use of asbestos filters is sanctionad,
is unreasonable and would require considerable time and expaonsa,
Moreover, it is asserted, that FDA has not indicated vhat type
of evidence will be considered proof that the use of a non-fibzr—
releasing filter will be likely to compromise the safety or effcc-
tiveness of a drug. Therefore, until such criteria have been
defined, you request a delay in the effective date of the regula-
tions. Specifically, you request that § 211.40(3) (3) be amended
to read as follows:
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"Substitution for a fiber-releasing filter shall be
achieved 180 days after FDA has ecstablished the criteria
necessary to prove that use of a non-f lbr*r-relcaolng
filter will b2 likely to cowpranice the safely or effco-
tiveness of a d.ug.

-~

Boving reconsidercd the icsue of vhat constitules p.coi of & o7 o~
pranice of the soncky o effcctivonzss of a vvay, we reqffinn {ho
statenent in puragraph B.3. of tha preonbhle 1o the Maxch 14, 1875
oublication to the eflcct that the responsibility remains wJ th
the manufacturer to deuonstrate that the replacement of asbestos
filters or the utilizztion of a f£inal non-fikar-releasing, non-
asbestos-omtaining filler decreases pwoiunct cralivy, clicctive-
ness or safely.  Presencbly cach nanafactiurov knows the on
teristics of hiz profuct. Bascd on th; }\I*'Q!:‘:—’”‘Q, arﬂ I
ledge of how the prodact is manuiack £
the best position to dztemine how hJ 3] ’p)“(f*‘ 4
alfccted by not using an asbestos filtar and can }HU‘O el hza evi~
dence accordingly. inc data necescarvy for ono LV,,@. of product
could concelvaoly be auite different than that neaded for another
product. 2s pointed out by your petition, the use of asbe stos
filters with viral biclogical proiucts may be to absorh wndesir-
able components in tissuz cultwre vaccines. Furticor, yvou also
state that asbestos filters are usod with viscous Dicad products,
such as Normal Huean Serum Albuein, because they ¢ uot be fil-
tered through marbranes at tamperatures required 1o prevent pos-
sible devt]opahnt of p'ﬂ)gp‘ls. Coviously, data daronstvating a
conp)‘cz*u.sm of tho safety or effectivenczss of tissue culture vac-
cines will be quite different froa data devonsitrating a similax
conpromise for viscous blood products and is best elicited by
the manufacture in each case.

A

(L‘

As a result of a comment on the proposal, the final regulations
provided for an 18-month period to allow for compliance. We con-
sider this sufficient time for a manufacturer to either sumit
the necessary data or develop any new processes.

Sincerely yours,

Sam D. Fine
Associate Camnissioner
for Compliance



