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N MOUNT SINAI SCHOOL OF MEDICINE

; MM of The City University of New York
o ¥ FIFTH AVENUE AND 100TH STREET+NEW YORK, N.Y, 10029
DrpartmmlofCommuqityMcdiclne May 9, 1972

Mr, John Tult

Columbia Filter Company, Inc,
199 Seventh Avenue

Hawthorne, New Jersey 07507

Dear Mr, Tuit:

I am sorry that you have not yet received ah answer to your
letter of March 15, I had asked some of our laboratory staff
to answer your specific questions; something may have gone
awry, I will bring this once more to their attention.

Pending their response, I will add several comments of my own,
First, the chrysotile fibers do not have a strong negative
charge; this was a transcription error and was corrected in
the manuscript some time ago, They have a positive charge,

Second, we have no knowledge of the source of other foreign
fibers and particles, which were present in the drugs tested,
These have not been identified and, failing such identifica-
tion, their properties have not been explored. I believe
this subject is of some importance and agree with the sugges-
tion I infer, that investigation of such particles is in
order., It would be, I accept, too, that it would be useful
to investigate chemical contamination from synthetic membrane
filter media, As you know, this area is one in which some
research is being done, primarily insofar as tubing or con-
tainers are concerned, with plasticizers and stabilizers the
objects of such study. I don't know whether filter material
is also under scrutiny. Do you know whether they are? I
have reviewed the question of phthallates with colleagues work-
ing in the field and find that trace amounts are not unusual
in blood samples taken in some areas, although the source and
significance of these findings are unstudied., I can't agree
that it is important to investigate whether asbestos in paren-
teral drugs can cause cancer in humans; pari passu with
administration of parenterals so contaminated, It would seem
prudent to avoid such drugs.
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Mr. John Tuit ( May 9, 1972

_It is conceivable that asbestos filters could be used, because
of their unique and valuable properties, provided further treat-
ment of the filtrate would remove those fibrils that are added,
This is a technical matter, however, and I ém sure that you
know much more about it than we do. ' '

Finally, I don't believe that the paper claimed that we had
evidence that asbestos contamination at levels mentioned con-
stitute a threat to health. Indeed, I thought we made clear
that cancers associated with asbegstos in humans have so far
been observed only in other circumstances, presumably at
levels considerably higher than those associated with paren-
teral drug contamination., Indeed, we cannot even guarantee
that the asbestos we have found in the particular drug samples
tested by us came from asbestos filters in the production lines
concerned; it is conceivable that contamination occurred at
some point after filtration. However, we have ascertained
that asbestos can be found in the filtrate of at least some
production lines., We would be interested in such evidence as
you might have that the filters made by your company do not
shed fibers or fibrils to contaminate the filtrate,

Sincerely yours,

”
Irving/y. Selikoff, .

Profes

IJ8:sa2
cc: W,J, Nicholson, Ph,D,
C. Maggiore, Ph,D,
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March 15, 1972

Trving J, Sclikoff, M. D.
750 Broadway
Paterson, New Jersey

Deay Dr, Salikoff:

An manufacturers of asbhbostos-cellulose £ilter pads, we are
intorested in more detalls regarding your paper, "Asbestos
in Parenteral Drugs.”

The first item io your mention of the asbastos Libers, as
used in the pharmacoutical industry, having a strong negative
charga. Are you certain about this?

Turther, we noto that vour proparatlion procedures wore carried
ovt with a lawmdpnar £low filtered airxr hood. Please advise

us of the make and style unit employed, as well as che make and
typo of final f£ilter used. '

In your findings, you refer in passing to other foreign fibers
and partlclos which wore presont in tha drugas toested. To what
do you attribute this, and what problems might they cause?

At this point, we do not boalieve that your poper presents
conclusive proof that liquids may become contominated with
agbostos during filtration, or that such possible contamination
at the levels mentioned constitute a threat to health,

Have you investigated the alternatives? It would ba interesting
to invostigate the possibility of sbsorltion of chomical
contamination, such as plasticizors, from the synthetic membrene
Filter media also widely uscd., This potential may exist, and

is pointed out by tho recont disclosurc of a situation where IV
colucions have been found o uvbsorb plasticizors from their
aynthetic containors, with poscible harmful resuits.

It oppears that we are at a point where achestos media 18
gulliy of contamination of pharmaceuticals by infercence and
conjecture, rather than by proof.: Rather than not knowing il
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nehositns in injectables can cause cancer in huwnons, which is

vour stated proference, I think that it is important to investigate
the matter thoroughly o a dafinitive conclusion. To poefeor
ilcnorance in this matter detracts from the credibility of your
works -

I{ asbostos modia is truly a f£actor in contamination oOF
phaormaceuticals, with resultant discase, we {50 po the
staunchost advocate of the scarch for a suparior substitute.

‘Wo look forward to racelpt of your comnents, and would wolcoma
the opportunity to meat with your to discuss the matter in dotail.

Very truly yours,
COLUMBIA FILTER CO., INC,

Joan Taill,
President

JIT/ an



DEPARTN@ OF HEALTH, EDUCATION, AND W ARE
. - PUBLIC HEALTH SERVICE
) " NATIONAL INSTITUTES OF HEALTH
BETHESDA, MARYLAND 20014

- June'27, 1972

k]

We apologize for the delay in answering your letter of March 22, 1972. This
delay had resulted from the new delegation of authority to the Division (copy
.enclosed) which requires proof of efficacy of all products. On May 31, 1972,
. a meeting was held at the Division in which experts in the field of allergy
were present to study the matter of efficacy for allergenic products. No
final decisions were made at that time. .However, when current problems °
* associated with the determination of efflcacy are resolved, we will undertake
a review of all allergenic products.¢
‘/\
We have a few' additional comments concerning your pending license application
amendment -for freezewdried pollen extracts.

Y
! t

License Application

0

,j( Item 8 = Since it has been shown that asbestos particles can be carcino-
6\‘_ genic, and that asbestos filters (Seitz, Exrtel) adsorb considerable
amounts of the active ingredients, we recommend that a millipore filter
or similar type of filter be used for the sterilization of your allex-

genic extracts. {

Item 10 - A stability stud&'should be initiated using at least three
lots of product from each allergen category (pollen, mold, dust, etc. ).

Moisture and vacuum determinations should be made every six months for
the entire dating period. Such data should be submitted to the Division

as collected.

Ttem 16 =~ Our test results.on your submitted sample of American Elm

Pollen Extract, #92-20-1FL for residual moisture content was 1.26%.

Please retest another final container of this lot and forward to us
g a copy of your results, along with another final container.

We are returning under separate cover, your labeling for freeze-dried pollen
extracts with our comments. , '

! ¢
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' your sterility test procedure be revised accordingly..

> . ‘ i
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‘Page 2 ‘ S ' ;
Our records do not indiéaté that wé have recelved the information requested in
our letter of February 29, 1972, regarding the manufacture of freeze-dried

mold and house dust extracts.

‘In our letter of Aprif,18, 1972, we accepted your method for carrying out the
sterility test on final containers as described in your letter of March 16,
1972. The sterility test procedure has been subject to a new review. In

order to establish the minimum acceptable level of sensitivity for the test,

the minimum volume of final container material to be tested in each culture .
omedium should be 1.0 ml. rather than 0.5 ml. Therefore, we recommend that

P Sincerely yours, :
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’/"“\\‘ " -Assistant Director
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T DEPARTMENT OF HEALTH EDUCAT!ON AND WELFARE ’
. PUBLIC HEALTH SERVICE . N
FOOD AND DRUG ADMINISTRATION | N . v .

) ROCKVILLE, MARYLAND 20852 . o A

May 23, 1973 e

TO: All Licensed Manufacturers
SUBJECT: Asbestos-containing Filters

Asbestos contamination of parenteral drugs was reported recently by
Nicholson et al. (Science 177:171, 1972). ‘' These findings come at a °.
time vhen there is concern over the presence of asbestos in the
environment because of the association of hlgh exposure to asbestos
with tumors in man.. o S . o T

Asbestos4containihg filters are used in the manufacture of biologics,

as well as other parenteral drugs, either for "in-process" filtration

or for final filtration. We are asking cach manufacturer to review

the manufacturing procedures for each of the products for which your
.establishment is licensed, and to submit to the Bureau a list of those
products for which the production includes the use of asbestos-containing
filters for either "in-process" or final filtration. Preparation of
vater for glassware washing is considered ar in-process step. In
addition, the type of filter used for final filtration of each :product
should be provided. This information should be submitted within 90 days
from the date of this memorandum.

"© Your comments on the use of asbestos-containing filters in the manufacture
of your products and the problems associated with the use of other types
of filters for final filtration are requested, '

(’fZ /48 7/7 G-

‘ Harry M Meyer, Jr.5 M. ¥4
' . , Director .
. - Buxecau of Biologics ' .

P At e e Se Aty s b rreasee ® m. .
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
" PUBLIC HEALTH SERVICE B
FQOD AND DRUG ADMINISTRATION
WASHINGTON, D.C. 20204

January 26, 1973

{

- This replies to your letter of January 16, 1973 concerning the use of
asbestos filters in the food industry. ,

The Food and Drug Administration is currently investigating the use of
asbestos filters in the food industry. We have recently had'a meeting
with several firms from the food industry and representative- of the
asbestos manufacturing firms to discuss the problem of asbestos,
including ‘the technological aspects of the use of any types or forms of
asbestos in food processing applications. .

It is our view that food should be free of asbestos form particles such
as Tremolite or Chrysolite. Food manufacturers should assure themselves
that the final consumer product is free of asbestos. -Manufacturers of
asbestos filters should take what ever steps are necessary to insure
that use of these filters will not result in contamination of food with
asbestos form particles. .

Pat T. Adamo

Assistant to the Director
Division of Regulatory Guidance
Office of Compliance

Bureau of Foods LAY

Siqgere]y yours ,

I
L
Peee

RECFEIVED
FEB & 1573
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FOREIGN SUBSTANCES IN BOTTLED ALCOHOLIC BEVERAGES

‘D ~
{ { .
WDEPARTM ENT\? '.“\\

THE TREASUR

0 S
D Surcau of Alcohol, Tobaccu’and Firearms
N} Washington, B.C. 20224
Numbon 72-31 Date: October lJ.8,\.‘,I.97'12

N
)
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Proprietors of distilled spirits plants,
bonded wine cellars, breweries,
taxpaid wine bottling houses,
and others concerned:

We are becoming increasingly concermed about .the reported finding of foreign
_substances in bottled alcoholic beverages. Among the materials found have been
asbestos and cellulose fibers and glass. Because we know of your interest in
having your products meet consumer protection standards, we are issuing this
circular to make you aware of this problem, and to suggest that you evaluate
your operations and take every precaution to see that your products, when shipped
for sale, are free of foreign substances, some of which may be hazardous.

In the future, we shall make it a practice to keep you-iaformed of pending
investigatory studies concerning the effects of human ingestion of various
materials. As you know, studies of this type frequently result in a declaration
of probable hazard to health, with a resultant banning of use. e, 0f course,
must enforce such bans at any of the plants regulated by this Bureau. Any
questions you may have on this subject should be forwarded to tha Director,
Bureau of Alcohol, Tobacco and Firearms, Attention: Regulatory Enforcemente.

. i
i Rex D. Davis ' .

) ' : ‘ : Director
, )

LU
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Bection 3.3. Pajon /:1//';?, fron Sterilisabion - DeninTeltion = Fonserviopu:
~ Chemetherepie by Dr, K, U, Wallheeunper (Fra-nl.r_fn:rvt;/rlf, ~ Joanhat )

;and Professor Nr. H, Schuidt ( Wabern b, Bern)

WTPHOUT CONTATPTNTND

3,3.  Tae Removal of Pyrorers v Mli{ration,

Pyrogmens avro, in the main, constitvents of the ccll walls of bosteris,
of whinh pomrthing fiopaidn 90}2 are hound 4o 4he molls,  They ean only
be detented hy animal exrerienis (see pasge 491). At tonpereturen

over 200°C they are desiroyad in approximately 30 minutes.

A pre~condition of their sermaration by filtration is the removal af » 1
*bacterial celle including #hose that have been killed hy heal i
Further, steps nwst ve taken with injectior golviiong thed arc aepcili-r
to microbial inTection to prevent breterisl reproduction ard ccintiiiv.d
thorewith, accvmulation of pyrogens,  The strongest pyrogen formevs : o
the gramenegative bacteria, Psendononas types, B, coli and 80 on alwiirm:h

eram~positive hacteria and viruses con also Play a part.

shough the Ygennine™ nyrogens can indvce femperatvre increases winbin

Although the "g " pyreg dvce temperat '

30 minutes in enimal experximents, the virus pyrogens lag behind amoeul.i
and orly show a rignificant fever effect after 4 ~ 2 hourr.  (The

standaxd for control =~ Lipopolysacchoride Fyrexal preparoed 'bgr the A%

~

Company causes in rabbits wiien used in a concentration of 0.20) allo

YN

’ .

substance in 0,5 ml of distilled wator a temperature ries of 0,6 - 1-‘)((2

within 30 minutrs.)

According o Siogert and colloborotors (S.=B. Goms Ford. geu. Habvouico,
(Taxrburg) 83, 1/2; 84, 1 (1961/62), 255) there are sigiisc i
differoncon botween bacierial and virus pyrogeng, thercn {+o torr o
can bo separated from voe coll wall (solu‘bla) aud aro only desioou

afer heabing Lor a longer iine (30 minvtes) atb 200(\0, the Taleey v
boe poporated from tho vivas particlaos, {thoy are mere resdildy HSpocb o
by heating and oan be ncwiraliged ny anti~bodias, The baeteriai
are not volahile in wieam but, ncvc:"chehsﬂ, guhclancen ave woo
on distillation which do rerwlt in g Tever weaction, althonslo -

aeveral houra, It ig proboble thal the products eavricd o
bacterial breskdawn producis suoh an eminen »nd obther nitye »re o

compoundfe
e 4 - C(nﬁ; IR



I'he removal of the prrogens bend to $he hoaterizl celln or Treionka

thereof can be effected by filtration thronsh a membrane Tilter (moxiimm

pore rize 250 m mioron) (Schmidt, B., V. Blass; 2. Hyge 142 (1y55/56),

183, 298), or Seitz Tilter sheets (Wilke, H., H.E. Vnss: Arzneimitinle
Forsche 4 (1954), 8; K.D. Rudat; Zbl. Baltbe, I.Abt. Orig. 164 (1955),

370).  The removal of ihe "free" parily rolnbl e pyrozens is far more
difficulte. These car only be elininated by means of alsorptive action
filters and, when neceesary, by repeated filtration procossas., ‘ha

loading 1limit (the available adeorptive surface) is, aoccording *o

Wilke and Voos for 1000 om2 filter rurface (I%KS) romo 2000m2 y the
aomposition (and particularly the protein content) of the solntion to

be procersed and the pyrogen content all play significant roles. It

the losding limit ims exceeded then the pyrogens will pass through.

fn any case proving experiments should be ured to clarily the correspording
relationshipse In general it can be said that with watery solulions whinh
dn not econtein koo much high molecular weishy rubstances all pyrocrru

(up to i mgfi) will be ictioved in the vourse of i sterilising 1ilir . o .
Colloids (serum, proteins etc.), high viecosity soluﬁionﬁykplasm? gubakitute)
as woll as surface active agents substinnces (Seponins, premervation additiven
etc.) hinder quite significantly the pyrogen adsorption process. With
surface active substances the small amounts of pyrogens remaining in the
Tilter sheets after manufacture car even be eluted ont. These amnl} omovnda
of pyrogens can normally he disregarded owing to the high adsorptive action
of the filter sheets. The best safety measure is, in any case, to use the
greatest possible filtering svrface and this should alweys be done, especially

with infusion solutions.

Dextran solutions (molecular weight approximately 50,000) can be
antiafactorily depyrogenised thrwough BKS sheehs at a leading of 500 lilren
par square metra, Alhuren hydrolysates are more difficult end whorann
hydrolysates prepared hy acid lydrelyois can be adequately depyrogenisnd

by double fil*ration through ¥K3?, thin is not adequate for the nigh 7 ~lecular
unicht products obtained by the énnymatio splitting of albumen. A
pratreatment with ion exohange resins (e.g. Amberlite  of . Roetm & Hons)
in of asaistance. 11 this case the BKS 7ilter sheet is covered with a

5/10 cm thick layer of the ion exchange resin.

According to‘Kuntsnhcr, M., We Fahvig, the mnlublk pyrogens in conennirsiio
ranging from 10 to 109}\100/m1 can be adequately removed by filtvation -wrre: i
a single sheet. (Seitz=iK) of 100 on® surface and a volume of 25 lities.

»a 2 "~

Continued eeva.v.e



Aceonling to a roeont repovt from the Ueitz-lborke a 105 gamme sl obulin
rolubion & prefilirasion through five cheeis 40 x 40em Grade AKS4
(these sheets which are some 5 mm thick conbtain in addition to
callulose and asbestos fibres as the vasic shructure a high content
of very fine activaled carbon to ineveace the filtration effect ond
o prevent the washing throuveh of the activaied cnrbon éarry on the
outlet gide a esuitable filter paper that will hold it up) ond a

finishing sterilisaiion with 15 BKS sbeetn proved astisfrotory.

Taventigations of Kienhols, M. (Araneimittel-lorsch. 14 (3964), 1259)
have shown that 1 m2 of Seitz EKS shdet is adequate to depyrogenice
approximately 90 m3 water with a prrogen content of some 500 mz Trom

added B, coli=Lipopolysaccharide,

GO/ ntid
5412.19730 .



