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. In response to your request of- “5* é’waor 1nformatwon on ]Cg;L

'x Enclosed are the records you requested.
We have searched our files and find no responsive information.
Your request is also being referred to one of our component offices.

As you will note, minor deletions of material have been made in the
records furnished to you: In the judgement of the Food and Drug Administration
the information deleted does not fall within the scope of your request and,
in any case, is not required to be disclosed under thz Freedom of
Information Act. 1f, however, you do desire to review the deleted material,
please make an additional request. If the agency should then deny you this
information you would have the right to appeal such denial to the Department

of Health and Human Services. Any letter of denial will tell you how to make
this -appeal. 3 LB

bt

Sincerely yours,

Enclosure Div%cﬁ and Color Additwes

Center for Food Safety
and Applied Nutrition
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DavIs & GECK
T CYANARNTID

DIVISION OF AMERICAN CYANAMID COMPANY

DANBURY. CONNECTICUT

06uls

0@

January 31, 1964

Mr. David J. Millier
Office of the Commissioner f'f}f? /i;{
Food and Drug Administration v ,
Department of Health, Education and Welfare —
Washington 25, D. C.

Dear Mr. Millisr:

Accompanying tnls letter are three copies of a petition requesting the
listing by tihz Commissioner of the cclor additive chromium, cobalti,
aluninum oxide pigment for use In or on surgical sutures made of linear
polyethylens. Reference is mads to my letier to you of Decermber 19, 1263,
transmitting a checx for $10,4%00 for payment of fees for proposed petitions.
Receipt of tuis check was acinowledged by Mr. F. E. McLaughlin in his
letter to me of January 2, 1964. The $2600 fee for filing of tihe atiached
petition is to be taken from this $10,400 deposit.

Very truly yours,

David Xaufman, PuD.
Technical Director

DK:jm
Eaclosures
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January 31, 1964

Name of Petitioner: Davis & Geck Division, American Cyanamid Company

Post Office Address: Danbury, Connecticut

Name of Color Additive and Proposed Use = Chromium,cobalt, aluminum
oxide pigment for coloring
linear polyethylene sutures
for use in general surgery.

Commissiocner of Food and Drugs

Food and Drug Administration

Department of Health, Education and Welfare
Washington 25, D, C.

Dear Sir:

Petitioner submits this pursuant to Section 706 (b) (1) of the Federal
Food, Drug and Cosmetic Act requesting listing by the Commissioner of
the color additive chromium, cobalt, aluminum oxide pigment as suitable
and safe for use in or on surgical sutures made of linear polyethylene,
subject to the conditions that the composition be that of the product
designated by Code No. F 5272 of the Ferro Corporation of Cleveland,
Ohio, and that the concentration of pigment in the polymer be 2% or less
by weight.

Attached hereto in triplicate and constituting a part of this petition
is the information required by Title 21 Subchapter A Part 8 Subpart A

Section 8.4 of the Regulations of the Food and Drug Administration as

published in the Federal Register for Saturday, June 22, 1963.

The prescribed fee of $2,600 for admitting the color additive to listing
is covered by the funds deposited with the Food and Drug Administration

by letter and check of December 19, 1963, acknowledgment of which has
been received.

Yours very truly,

Davis & Geck Division
American Cyanamid Company

W ARV iy

“Harry DY, Evans, Ji;}/ﬁ
pedica Dlrector
000014
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AMER | CAN CYANAM|D COMPANY

S1GNATURE AUTHORIZATION NO, 278 DAVIS & GECK DIVISION

1. Pursuant to The General Resolution for Signatures on Contracts,
adopted by the Board of Directors of American Cyanamid Company on
February 17, 1948, as amended, the person named below is hereby authorized
to sign on behalf of said Company to the extent indicated:

Applications and other documents required to be filed
either (i} with any Federal or State Agency, or (ii) with
any foreign government, relating to the production, regis-
tration, or sale of products manufactured or sold by the
Davis & Geck Division of said Company, as follows:

Name and Position Extent of Authorization
HARRY D, EVANS, JR. All such applications
Government Registrations and other documents.

Davis & Geck Division

2. Unless socner modified or terminated, this authorization shall
continue in effect as to each person named herein so long as such person
continues to hold the position indicated above.

3. This authorization shall not be construed as modifying or termi-
nating any previous authorization made pursuant to The General Resolution
for Signatures on Contracts, except that the following authorization is
hereby terminated:

Signature Authorization No. 263, effective
the Ist day of June, 1962,

IN WITNESS WHEREOF, we have signed this instrument
effective the Ist day of November, 1962,

Attested and filed in the
Office of the Secretary
on December 28, 1962 s/ R. 0, Roblin

Vice President

s/ R. C., Swain
Vice President

s/ H. W. Wilson
Assistant Secretary

(SEAL)

(A conformed copy of the above Signatufg_fysporization
will be furnished if requested)

000815
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Page 2

Subpart A

1.

=

Nature and Manufacturer of Color Additive.

The color additive used to color linear polyethylene surgical suture material
is an inorganic pigment composed of chromium, cobalt and aluminum oxides. It
is manufactured by the Ferro Corporation, Cleveland, Onic, and is designated
by thelr code No. F3272.

Comgposition, Physical and Chemical Properties of the Color Additive.
The composition, physical and chemical properties of pigment F5272 were sent
to Mr. D. J. Miller of the FDA by the Ferro Corporation on February 4, 19063.

Manufacture of the Linear Polyethylene Fiber.

The linear polyethylene fiber is manufactured by Reeves Brothers, 54 Worth
Street, New York 13, New York. They cbtain the pigment from the Ferro Corpor-
ation and blend 1t with the polyathylene resin prior to a hot melt extrusion.
The melt is Leated to 500°-550°F and is extruded through a fixed crifize. Tie
filaments are ccoled in air or water, oriented by cold drawing and set by
annsaling in a hot water bath. This produces a strong, dimensionally stable
filament whose colorant is firmly embedded in an inert, nontoxic matrix.

Jdentification of the Pigment in the Suture Material.

Thhe pigment in each lot of blue linear polyethylene is identified gqualitatively
by Ultraviclet Emission Spectrography, with colorless linear polyetl.ylene as

a contrel. This standard elemental analysis procedure shows typically that
chromium, cobalt and aluminum are the major inorganic elements in the colored
suture material. The a2nalysis aiso shows minor amounts of boren, calcium,
gillicon and titanium. The other elements are detected only in trace guantities
or not at all. A copy of the results of an elemental qualitative spectro-
graphic analysis of size CCO blue linear polyethylene is presented on Pages

3, 4 and 5 which Tollow.

Biolegical Properties.

3iological studies {Subpart D) have shown tuat the ciromium, cobalt, aluminum
vide pigment in blue linear ovclyethylene is inert, nontoxic and nonirritating

when tie fiber is used as a surgical suture.

Y 1 0 9 IPR2024-00493 ' o' ‘ l ‘
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STAMFCORD RESEARCH LABORATORIES

. 2
RESEARCH SERVICE DEPARTMENT REPORT o, WE- - L & &
TO 4}--’[39 - /"i'// t‘f\: DEPT, -’5:?; L /A‘ ROOM NO.
Frow  ULTRAVIOLET SPECTROSCOFY oate rerorten /. A /TEF
MATERIAL Lt pa = Peliyr i, /Pre. | TEST GUALITATIVE SPECTROGRAPHIC ANALYSIS
CHARGE No, 38 =/ é//f/f‘) DATE suamiTTen 5/ e ” /72 3
work REPORTED 8y ##ms Lo Do 77z 7 NOTEBOOK REFERENCE S W/E7 =22 &
L
The ranges for qualicative estimates ace indicated as follows:
8 =100 to 1.0% 6 =1.0¢0 0.01% 4 =100 w0 1.0 ppm. 2 =1.0 w 0.0! ppm.
7w 10¢c0 0.1% 5 =0.1 0 0.001% 3= 10 w0.1 ppm. 1 =less thea 0.1 ppm.

X =not detected at .

< =might be detected at < by special procedure,
Estimates ate based oa the samples as submicted, unless otherwise noted as * F *.

F = we. residue/wt, sample,

, } SAMPLES Plate No. U.V. No
A 3w Klve Ao, o [ Mew, J;._?@.) 2y 77
B 3-—p_  WhiFte 0.3 ” LA L2
C
D

o . T ———y

SAMPLE SLAPLE SAMPLE
EL El El
A 8 ¢ B A 8 C . D A B < 0
Al & “t Hf Py | X 4 X4
Sb_ I X s | x4 It K _1<é <&
As X5 s Fe | #F-1 # Rh
Ba |<& {4 ) Pb i VX 7~ Si ¢ L=
Be X2 | X2 Li |7+ I5H Ag l & 2=
Bi_ X 4 X 4 Mg & Al 2 Na [ <5 1L
B ¢ x4 M |« o Ta | X £ X £
Cd | 4+ iX4+ Hg A4\ XA e
| ca s | S Mg |X 4 x4 Su (X 4| XHF
Ce 7 o = Ni | X4 X4 Ti S 1X 4
Co 7+ X 4 Nb X4 - Xg+ g XS~ | XS
Cu 4 #= | Os - v o X4
Ge | X4 X4 Pd _|X 4~ (Xy = Zo 1 X & 5
Au | X p PRt P |xX5# [ X5H Ze X5 X5
By Special Procedure: —
Ce In Sc
| Cs 1a - St
Dy Lu Th
Er Nd Tl
Eu Pr Th
F : Re ] Tm
Gd Rb U
Ga Ru Yb
Ho Sm kY
Q neen f-/—# //pﬂ = E-f // PP /e X F IPR2024-00493
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Symbols Used in Repofting Regular
QUALITATIVE SPECTRCGRAPHIC ANALYSES

by Wm. L. Dutton

Symbol Meaning

i

"less than" and "not detected”, used preceding a range sym-
bol digit only. The concentration is less than the logarith-
mic average of the range of the symbol digit, which is also
the least dstec}able amount, The conceantration could be
zero. Thus < 4 means that the limit of detection is 10 ppm,
the logarithmic average of ithe range for symbol "L"™. If the
element were present in a concentration less than this 1t
could not be detected under the conditicns used.

X The element was looked for but not detected. The least
detectable concentration is below about 1 ppm.

+ Following a range symbol digit only. The concentration is the
logarithmic average of the portion of the range grrater than
the logarithmic average of the range. For instance "" indi-
cates that the concentration is about 33 ppm. .

- Following a range symbol digit only. The councentration is
the logarithmic average of the portion less than the logarith-
mic average of the range. For instance, "4-" indicates that ’
the concentration is about 3.3 ppm.

o Symbol The element was not looked for, but can be, if regquested.

1 to 8 Each range symbol digit is 3 more than the logarithm of the
logarithmic average of the range expressed in ppmn.

Since the range symbol digits are logarithmic, the difference between
any two is the logarithm of the ratio of their concentrations and has
greater accuracy than either concentration.

The limits of esach symbol digit range cin be expressed by multiplying the
logarithmic average of the range by 1 £, Thus the concentrational limits

of the range for symbol digit "3" £ 1 x 10'*;I pom or 10 to 0.1 ppm.

When the report is not based on the "sample as submitted”, or the amount
charged in the electrode is less than the standard amount, the estimates
of concentrations given should be multiplied by the factor, as noted
under "Remarks".

"F" iz a reduction by heat = gm. per gnm.

"FC" is a correction for a less than standard charge.

"FG" is a correction for a reduction by heat when pure graphite powder
was added as a vehicle.

r 1 1 1 IPR2024-00499. .'13
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For convenience in applying the above, the complete symbol table
follows:

Range Range
Symbol Concentraticon Symbol Concentration
8 1004 to 1% 4 100 to 1 ppm
7 104 to 0.1% 3 10 to 0.1 ppm
6 | 1.0% %o 0.01% 2 1.0 to 0.01 ppm
5  0.1% to 0.001% 1  Less than 0.1 ppm

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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Page o

Subrart 3

1.

Amount of Pigment Proposed for Use.
Tiie pigment concentration employed for ccloring iinear polyethylene sutures
is of the order of 1% by weight. 3ecause the pigment is locked permanently
in a water insoluble pol;mer and is also insoluble in water in its own right,
here ars ne contraindications to adding considerably more pipment, ir anzces-
gary. However, it is bsliaved that adaquate color intensity can be obtained
with pigment concentrations of the order of 2% or less. Tae sole purpose of
the pigment is to color tie normally transparent linear polyethylene so that
it may be visible at all times in the surgical coperative field.

Subpart C

1.

Determination of Pure Pignment.

No procedure for determining pure color is included in this petition because
Davis & Geck does not obtain any pigment from the Ferro Corporation but only
obtains an =itruded and colored linear polysthylene fibher from a textile nanu-
facturer. The petitioner can only cnheck the identity of the pigment in the
colored fiber we purchase and market by chemical and spectrographic analyses
on the colored fiber or its pigment after ashing the fiter.

Deseription of Methods to Determine the

Pigment Content of the Suture Material.

Facn lot of blue linear polysthylene suture material is assayed for pigment
content oy ashing the fiber; the pigment is then assayed for its major com-
ponents (chiromium, cobalt, aluminum) by a quantitative chemical method.

(2) Ash Procedure

(1) 3amples of blue and clear linear polyethylene suture material are dried
for 2 bours at 50°C and then allcowed to come to equilibrium overnight
in & dessicator.

(2) Weich at least 0.2 grams of each sample and place them in 25 ml. tared,
porcelain crucibles which have been previocusly heated to S0C°C, dried
T0 a constant weight.

(3) Place the crucibles with their contents into & muffle furnace at 200°C.
(4) Raise the furnace temperature to 500°C and maintain it for 15 minutes.

(5) Turn the furnace off and allow the crucibles to cocl to 200°C before
transferring them to a dessicator to come to equilibrium overnight.

(6) Remove the crucibles from the dessicator, weigh and calculate the
percent ash residue.
Calculation

weight of residue

welght of sample x 100

Ash, percent =

”113 IPR2024-00493 000'20
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Page 7

% Pigment
Blue linear polyethylene - % Ash
Clear linear polyethylene - % Ash
Difference = % Pigment in fiber

By the above method of ash analysis the blue lincar polyethylene fibers
which are currently being marketed nave shown a pigment content of
0.£3% + C.00% of the weight of the fiber.

(b) Quantitative Chemical Analysis of tiie Ash Residue of Blue Linear Poly-
etnylene.
Tre ash residue obtained from the blue linear polyethylene is analyzed Tty
quantitative chemical methods to determine the composition of its pizment.
A sample of 000 blue linear polyethylene was analyzed for the composition
of its pigment and the resultis are reported below as the percent metal

present.
Sample Chromium  Cobalt Aluminum
Identification as % Cr as % Co as 5 Al
Pigment from 22,6 21.7 17.0
000 sample

All the above values are based upon the pigment obtained by the ignition
of the 000 blue linear polyethylene.

Given velow are the guantizative cliemical metiods used to obtain the
percent composition of the color additive,

~114
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ANALYSIS OF PIGMENT FROM POLYETHYLENE FILAMENT

Determination of Chromium, Cobalt and Aluminum

I. Principle of the Method

A sample of pigment is obtained by ashing the polyethylene
filameot. A portion of the plgment sample is digested with perchloric
acid to dissolve chromium apd cobalt, and the two metals are then sepa-
rated by precipitation of the cobalt with caustic under oxidizing condi-
tions. After acid dissolution cobalt is determiped by potentiometric
titration with ferricyanide. The chromate in the filtrate is titrated

with ferrous irou.

For the determinatiocn of aluminum, a sample of pigment is fused
with sodium peroxide and leached with water. The aluminum in the aqueocus
phase is separated by precipitation as alumipnum hydroxide, which is then
dissolved and titrated with EDTA.

II. Preparation of Plgment Sample

Apparatus
1. Dishes, platioum.

2. Sieve, TO-mesh.

3. Furnace, controllable at temperatures up to 500°C.

Procedure

Prepare sufficient pigment for the analysis (about 1 g.) by
ashing several portions of polyethylene filament as follows: Put about
20 g. of filament in a platinum dish and place in a muffle furnace at
200°C. Gradually increase the temperature and ignite at 500°C. for one
hour. Pass the combined ash through a 70-mesh sieve and blend thoroughly.

III. Determination of Chromium and Cobalt

A. Separatiop

Apgaratus

1. TFume eradicator and reflux head for 250-ml. flask. Avail=-
able frow G. Frederick Smith Chemical Co. (Item nos. 184
and 181). Assemble as shown on page 103 of the 1963 Price
List catalog, G. Frederick Smith Chemical Co.

2. Vacuum filtration assembly fitted with a fritted glass filter
crucible of medium poroslty.

|mm%mm3000922
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Paze 2

Reagents

l. HNitric acid, concentrated.

2. Perchloric acid, 70%.

3. Sodium hydroxide, 50%, 10% and 5% solutions.
L. Sodium peroxide, calorific grade.

5. Hydrogen peroxide, 30%.

Procedure

Weigh about 0.15 g. of the pigment (as prepared in Section II
above) into a 250-ml. Erlenmeyer flask, add 10 ml. of concentrated nitric
acid and 15 ml. of perchloric acid (Caution: observe recommended safety
precautions Tor handling perchloric acid). Place a fume eradicator-
reflux head assembly over the flask and digest on & hot plate until the
residue has no dark color. Cool, add 50 ml. of water and boil for several
winutes. TFilter through a No. 42 Whatmap paper and wash the residue with
small portions of hot water until free of acid. Discard the residue.

To the filtrate (filtrate A), add 50% sodium hydroxide until
the solution is only slightly acid. Transfer the solution slowly, with
stirring, into a beaker containing an equal volume of 10% sodium hydroxide
solution and 5 g. of sodium peroxide. {Caution: add the sodium peroxide
to the cold sodium hydroxide solution just before use).

Add 2 to 3 g. of sodium peroxide and boil for about five minutes,
adding three 0.S5-ml. portions of hydrogen peroxide. Allow the precipitate
to settle and filter through a fritted glass filter crucible. Rinse the
beaker and wash the precipitate (precipitate B) with hot 5% sodium hydroxide
until the washings are colorless. Reserve the filtrate (filtrate C).

Stand the crucible with precipitate B ip a 150-ml. beaker con-
taining about 15 ml. of water, and add 10 ml. of concentrated nitric acid
to the crucible. Cover the beaker with a watch glass and digest until
the precipitate has dissolved. Wash the solution into a 400-ml. beaker
(rinse the crucible by drawing a small amount of water through it). Carry
this solution through the same precipitation and filtration procedure used
above, beginning with: "To the filtrate (filtrate A), add 50% sodium
hydroxide . . . . .". Combine the filtrate from this second separation
(filtrate D} with filtrate C above and reserve for the titration of chromium.
Reserve the precipitate from the second separation (precipitate E) for the’
titration of cobalt.

Honeywell Inte%a%n%lneé. V. DSerPR,ics)sgt_scfog.s\)/?o 0 0 0 2 3
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Paze 1O

B. Measurement of Chromium

Reagents

1. Sulfuric acid, concentrated and 1l:l

2. Silver nitrate, 2.5% solutiop

3. Ammonium persulfate, 10% solution. Prepare just before use.
L. Ceric sulfate, 0.1 N, standardized.

5. Ferrous sulfate, 0.1 N, standardized vs. ceric sulfate
solution just before use.

6. Ferroin indicator. 1,l0-phenanthroline-ferrous sulfate,
0.025 M. Available from G. Frederick Smith Chemical Co.
(Item no. 165).

Procedure

To the combined filtrates C and D, carefully add l:l1 sulfuric
acid with stirring until the solution is just acid; then add 5-6 ml. of
concentrated sulfuric acid for each 100 ml. of volume. Heat to boilipg
and add 2 wl. of 2.5% silver nitrate and 20 ml. of ammonium persulfate
solution; continue boiling for 1O minutes. Cool t0 room temperature, add
standard ferrous sulfate solution from a buret upntil the solution turms
tlue-green and then add 5 wl. in excess. Add 1 or 2 drops of ferroin
indicator and titrate the excess ferrous sulfate with 0.1 N ceric sulfate
to the disappearance of the red color.

Calculation

(F:G - H-J) 1.733
g. of pigment sample

Chromium as % Cr =

where: ml. of ferrous sulfate solution

normality of ferrous sulfate solutlon

wl. of ceric sulfate solution

o4 H @ H
"

normality of ceric sulfate solution

C. Measurement of Ccbalt

AEEaratus

1. pH meter, equipped with glass and calowmel electrodes. A
Beckman Model G instrument is satisfactory.

- 1 1 ? IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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2. Potentiometric titration assembly. A magpetic stirrer and
a pH meter equipped with platinum apnd calomel electroges.
A Beckman Model G instrument is satisfactory.

Reagents

1. Eriochrome Black T indicator. Triturate 1 part of Eriochrome
Black T (Bastman No. 6361) with 200 parts of ammonium chloride.

2. EDTA solution, 0.025 M, standardized. Dissclve 9.30 g. of
ethylenediamine tetraacetic acid, disodium salt {Eastman
No. 6354) in one liter of water. Standardize vs. zinc
metal (Reference 1).

3. Zinc acetate solution, 0.025 M, standardized. Dissolve
5.49 g. of zinc acetate dihydrate in about 700 ml. of water
in a 1000-ml. volumetric flask., Allow to stand a few
minutes; if a turbidity develops, add acetic acid dropwise
until the soiution clears. Dilute to volume and mix. Stand-
ardize vs. the 0.025 M EDTA solution.

L, Cobalt nitrate solution, standardized. Dissolve 5.00 g.
of cobalt nitrate hexahydrate in water and dilute to
coe liter. Standardize as follows: Pipet 25.00 ml. into
a 250-ml. beaker, add 20.00 ml. of 0.025 M EDTA solution.
Using a pH meter, adjust the solution to pH 10 with 1:1
ammonium hydroxide. Add sufficient Eriochrome Black T in-
dicator to give a blue color of moderate intensity. Titrate
with 0.025 M zinc acetate solution until the indicator Just
turns from blue to red.

ng. Coful (T) = (K-L - M-N) 58.94

P
where: K = ml. of EDTA soluticn
L = molarity of EDTA solution
M = ml. of zinc acetate solution
N = molarity of zinc acetate solution
P =ml. of cobalt nitrate soclution

5. Ammonium citrate solution. Dissolve 200 g. of citric
acid in water and add slowly 270 wl. of concentrated
agmonium hydroxide. Cool apd dilute to ope liter.

6. Potassium ferricyanide solution. Dissolve 11 g. of potassium
ferricyanide in water, dilute to¢ one liter, and store in an
amber bottle. Standardlize as follows: Pipet 20.00 ml. into

,118 mmmmw800025
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Page 12

==

a 600-ml. beaker. Add 20 ml. of ammonium citrate solution

and &0 ml. of concentrated ammonlum hydroxide and dilute

to about 400 ml. with water. Titrate with cobalt nitrate
solution to a potentiometric end point. Calculate the

ratioc (R) of ml. of cobalt pitrate solution to ml. of potassium
ferricyanide solution.

Procedure

Dissolve precipitate E in the same manner as described for
precipitate B in Sectilon III, A (Separation of chromium and cobalt).

Boil the soluiion for a few minutes, cool, and neutralize
with concentrated ammonium hydroxide. Redissolve any precipitate by
the addition of a few drops of 1l:1 nitric acid. Cool the solution in
an ice bath.

Measure 25.00 wl. of potassium ferricyanide solution into a
600-ml. beaker. Add 20 wl. of ammonium citrate solution and 80 ml. of
concentrated ammonium hydroxide. Transfer the chilled sample sclution
very slowly, with continuous-stirring into the beaker contaiping the
ferricyanide solution. Titrate the excess ferricyanide with cobalt
pitrate solution to a potentliometric end point.

Calculation

(Q-R - 8) T x 0.1
g. of pigment sample

Cobalt as % Co =

where: Q = ml. of potassium ferricyanide solution

R = ml. of cobalt nitrate solution equivalent to one ml.
of potassium ferricyanide solution

S =ml. of cobalt nitrate solution

T = mg. of cobalt per ml. of cobalt nitrate soiution

IV. Determination of Aluminum

Apparatus

1. Crucibles, Armco iron, 50-ml. (Fisher No. 5-050), with
lids to fit (Fisher No. 8-055).

Reagents
1. Sodium peroxide, calorific grade.

2. Sodium hydroxide, pellets and 0.5% solutiocn.

~ 1 j'- 9 IPR2024-00493
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3. Ammonium hydroxide, Ll:il.

4. Ammonium chloride, solid reagent and 5% solution.
5. Hydrochloric acid, 1i:l.

6. Sulfuric acid, l:l.

7. EDTA soluticnm, 0.025 M. See Reagents, Section III, C
(Measurement of Cobalt).

8. Zinc acetate solution, 0.025 M, standardized. See Reagents,
Section III, C (Measurement of Cobalt).

9. Orange IV indicator (Eastman No. ©23), 0.2% solution im
ethanol.

10. Dithizone indicator (Eastman No. 3092), 0.025% sclutionm in
ethanol. Store in a refrigerator.

11. Indicator paper, alkacid (Fisher No. 14-839).
12. Zthanol, 2B or 95%.

13. Buffer, pH 5.0. Dissolve 60 ml. of acetic acid ana 77.1 g.
of amwmonium acetate in water and dilute to one liter.

Procedure

Weigh about 0.125 g. cof the pigment sample (as prepared in
Section II above) ipnto an ironm crucible containing a thin layer of
scaium peroxide. Cover the sample with 3-4 g. of sodium peroxide and
add five sodium hydroxide pellets. Fuse the sawple oy standard pro-
cedures (e.g., Ref. 3, page ©39).

Cool the crucible, plece in a covered 60C-ml. beaker and add
SO ml. of cold water. When disintegraticn of the melt is complete, re-
move and rinse the crucible apnd lid. Cover the beaker, boil for three
minutes and cool. Filter through No. 1 Whatman filter paper (lo.5 cm.)
and wash the precipitate with 0.5% sodium hydroxide solution until the
washings are colorless. Discard the precipitate. (Refilter if the
filtrate is not clear.) Add l:1 sulfuric acid to the filtrate until just
acia to indicator paper. Add 5 g. of ammobium chloride, heat to boiling,
anc wmake the scluticn just alkaline to indicator paper by dropwise addi-
tion or 1:1 ammoniuwm hyaroxide. Boil for one-half minute apnd filter while
hot “hrough a No. 41 Whatwan paper. Rinse the beaker and wash the pre-
cipitate well with hot 5% ammonium chloride solution. Discard the riltrate
arvd washings.

Dissolve the precipitate in a minimum of hot l:1 hydrochloric
acia. Add 50.00 ml. or 0.025 M EDTA solution, 3 or 4 drops of Orange IV
indicator, and 1:1 ammonium hydroxide until the solution Jjust turns ygllow.

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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Toil the solution for three minutes, cool, and add l:1 ammonium hydroxide
until the solution is again just yellow. 2£Add 10 ml. of pH S buffer, dilute
witn an equal volume of ethanol arnd cool. 4Add 8-10 ml. of dithizone in-
dicator and titrate the excess EDTA with 0.025 M zinc acetate to a pink

end point.

mam

Carry a blapk throughout.

Calculation
(X - Y) 2 x 2.608
g. of pigment sample in-aliquot

Aluminum as % Al =

where: X = ml. zinc acetate solution to titrate blank
Y = ml. zinc acetate solution to titrate sample
Z = molarity of zinc acetate solution
References
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liethods o Det=rmine and Identify Any Substance Formed in or on

tlle Suture Material 3Jecausze of the Use of the Pisment,

Tuere 1s no known chemical combination betwesn the pigment F53272 and %o livear
nalyetiaylene suture matqa:rial. The colorant is simply dispersed ani cmbedded

in an inert matrix.

Toese inorganic oxides ere unreactive and stabls at the 500°-350°F tenperatura
reguired for “nt ot melt 2xirusion of linear poljyethjylens and have meliting

>

or decompesition points ranging from 200°-109¢°C,
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Subpart D

1.

In compliance with Part £.4, Suppart D, of the Color Additive Regulations,
animal investigations were carried out to determine the safety of linear poly-
ethylene sutures colored with pigment FS5272 manufactured by the Ferrvc Corpora-
tion.

The

materials and methods used to deterndne the safety of blue pigmented

linear polyethylene are given below.

(a)

(o)

The blue pigmented linear polyethylene sutures used in this experiment
were prepared by the method described in Subsection A-3 of this petition.
The pigment dispersed in the suture material 1s Ferro Corporation F5272
and is described in this petition under Subsection A-2. Control suture
material was prepared as described in Subsection A-3 but had no pigment
added and is referred to as natural lineer polyetnylene. All sutures were
of the size 000 (diameter - .0L00 in.). All sutures described in this
report were packaged separately and sterilized by gaseous ethylene oxide.
This procedure is given below:

lJeedled sutures were wound into small coils and inserted into inert plastic
envelopes. The unsealed cenvelopes were placed in a sterilizer whsre tae
packags and suture were exposed to etiylene oxide gas (20% ethylene oxide -
0% carbon dioxide) for b Lours at a temperature of 12&¢°F and a sauge
pressure of 30 pounds per square inch.

After removal frem the gas sterilizer, the suture envelopes were sealed
aseptically and thnen cverwrapped witn a strippable outer plastic envelope.
The envelopes were boxed in cartons and then replaced in the sterilizer
and exposed conce again to ethylene oxide gas under tne conditicns des-
crivad above in order to sterilize the outside of the inner and inside of
the outer envelope.

In this experiment the black nooded female rat of the Long-Evans strain
was used, he animals weighed between 125 and 140 grams at the time of
suture implantation. All animals were maintained on a standard labora-
tory diet made by Reckland Farms and distributed by Telklad, Inc. of
Monmoutiy, Illinois. The guarantesd analysis indicated the following:
Crude protvein, 24%; Crude fat, 4%; Crude [{iber, &5, Water was available
to the animals ad libitum and all animals were noused separately. Suffi-
¢cizat numbers of animals were operated to insure that 3 rats would be
available 3 and & montlhs after implantation, 5 rats 12 months after im-
plantation and 1C rats 24 montis after implantation.

The animals were anesthetized with inhalation ether. The ventral abdomin-
al surface was shaved free of hair and a solution of 1:10C0 Zephiran was
applied. One strand of the blue pigmented linear pclyetnylene suture was
embedded intec the abdeominal wall at approximately right angles to the
anterior-posterior body axis. A segment of natural linear polyethylene
suture was embedded about 1 - 1-1/2 incnes posteriorly to the first im-
plantation. The embedded sutures were approxXimetely 1-1,/2 inches long.
The sutures were cut and the ends maneuvered intc the puncture defects
made by the suture needle. Tincture of Merthiolate was applied to the
operative site and the animals were returned to their cages.

IPR2024-00493
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(&) Thwee animals werce sacrificed at 3 and at & months, 5 were sacrificed at
12 months and 10 animals were sacrificed at 24 months post-implantation.
At sacrifice, the abdomen was visuallzed and en bloc resecticns of cach
suture implantaticn were obtained. These were prepared for nistopatiio-
logical examination by subjecting the tissues to dehydration procedures
which utilized increasing conceutrations of etianol. The blocks were
clzared in xylene and placed in paraffin. Paraffin blocks were sectioned
at 7 microns. Two slides of each block were prepared. Each slide con-
tained petween 7 and 1O sections. One slide was stained witi ecsin and
hemotoxylin and the otuer with Mallory's trichrome stain.

(e) The extent of the tissue reactions was graded by a method in use in this
laboratory for over 4 years (references (a) and (b), Section 5 of tiis
Subpart)}. Table I in Section 6, Appendix, of this Subpart indicates the
guantification of the grading system. Generally, grades ranging for - to
++ were assigned to increasing proliferations of particulate cells and
tissues invading the embedded suture and suture area. Destails cof the
proliferated cell types and tissues will be found in the several tables
under Section 5. Photomicrographs of tissue sections were also cbtained
after 12 months and 24 montis and will also be found in Section 9.

Qbservations made after sacrifice of animals and examination cof tissue are
ziven below. Tables II and III snow details of cellularity of the reactions
0o erbedded blus and natural linear polyethylene after 3 and & month embed-
ments. Table IV shows the pattern of reactions to tie embedded suturss after
12 month embedments. Table V shows the cellularity of reaction to natural
linear polyethylene after 2 year erbedments; Table VI shows the cellularity
of reaction to blue pigmented linear polyetiylene after 2 year embedmsnis.

(2) An examination of the data shows that there is a consistent, marked simi-
larity cf the reactions Zrom 3 months to 2 years. Aside from a slight
increase in neovascularity and thne appearance of occasional macrophage
cells the reactions exaibit no significant difference from 3 montis to

I}

2 yeoars.

The data snow that there was no distinctive difference in pattern of cell-
ularity from 3 months to 2 years between blue pigmented and natural linear
polyetaylene. There was no variation with respect to capsule thiczness,
nurbars of fibroblasts or neovascularity. In none of these sections was
there evidence of chronic inflammation.

The major tissue component of the reaction to embedded linear polyethylene
sutures was a moderatsly tnin, dense collagenous capsule which delineated
the suture material. Cccasional fibroblasts were chserved in the capsule
periphery. There was no lymphocytic and little macrophagic infiltration
of the embedment area. TForeign body giant cells were absent.

(b) The reactions to embedded suture materials are not the same from animal
to animal. The reactions can, and do, vary within a range of responses.
Assuming that there are no uncontrollable contaminants on the suture,
i.e, bacteria, these variations can be large or small depending on several
conditions. For example, the physical configuration of the suture material
can contribute to the overall cellular pattern and range of reactions.
Thus, suture materials, braided or twisted from smaller fibrils to form

IPR2024-00493
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a larger strand, can elicit greater reaction patterns and a wider varia-
tion of reaction from strand to strand and anin@al to animal tian dues tue
reaction pattern resulting from the embednent of a monofilament type

strand of the same diameter. Katz and Evans (reference a.) siowed that
silk sutures of the same original size as linear polyethylene sutures
elicit a reaction pattern 4 to & times as Jreat as polyetliylenz. They
concluded that this comes about as a result of tie invasion of tie fiorilar
matrix of the suture with a resultant increase on reaction diameter.

The type of material from whicll the suture is made contributes to tie
vattern of reaction. Taus, variations of reactions and the reaction it-
self are seen to ve larger if, for example, the material is absorbaple
than if the suture is nonabsorbable over the same peried of Implantation.
Patterson et al (reference b.) siowed distinctive variations of reaction
to catgut and silk erbedded into the cornea of the rabbit.

The tables show tihat the variations of the reacticn patterns belwsen tlue
and natural linear polyethylene are quite small. Similar results nave
been reported in the litzrature (reference a., and c.). This pattern is
most readily seen from the plhiotomicrographs, Figures 1 and 2. Here are
illustrated the maximun cellular response to cmbedded blue and natural
linear polyethylene after 1 and 2 years, and the minimum cellular response
after 1 and 2 years. It can be seen that the range of responses is very
small and that there appears to be no difference in cellular patterns be-
tween blue pigmented and natural linear polyethylene sutures.

Spontanecus tumcr development occurred in 2 animels cut of the 10 sacri-
ficed at the 2 year interval. No tumors were encountered in the 3, & or
12 month animals. Dr. William &. Ribelin, pathologist asscciated with

the Znvircommental Health Laboratory of the American Cyanamid Company,
Princeton, lew Jersey, reviewed the 2 year embedments and characterized
the tumors encountered. He reported that both blue and natural linear
polyethylene sutures elicit a minimal response consisting of thin, com-
pressed, collagencus capsules, separated by a slightly thicker collagenous
plague separating the suture site from either the epidermal surface or tihe
Jeeper lying panniculus carncsus, depending on which was c¢loser. Dr.
Ribelin identified the tumors as a mammaryy fibro-adenoma from Rat E

(Mifl 2/242), and an adenocarcinoma of the uterus and a narmary adencona
from Rat I (M/5/1-2/24T). Dr. Ribelin stated tiat none of the tumors
were suturs related (rexerence d.).

sed on the results which have veen presented tne following conclusions have

(2)

teen made.

Monofilament linear polyetiiylene sutures cause minimal tissue changes after
embedment in rats from 3-24 months and as sucu are safe for use as a suture
material in mumans.

Monofilament linear polyethylene sutures colored with pigment F5272 elicit
the same patiern of tissue responses as does the nonpigmented suture after
embedment in rats from 3-24 months. The pigment therefore is safe for use
as a coleor additive for linear polyethylene suture material.

Blue pigmented and nonpigmented linear polyethylene sutures show aeither
toxigenic nor tumorigenic properties after 2 year embedments in rats.
IPR2024-00493

Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 21 of 91
~12

. 000032


CR054001
Text Box
                                                         IPR2024-00493
 Honeywell International Inc. v. DSM IP Assets, B.V. 
                                     DSM Ex. 2014, Page 21 of 91
  



N

Page 17D

The references sited in Subsections L to 3 of tnis Subpert D are as follows:

(2) Katz, A. R. and Evans, H. D., Jr., M.D. Linear Polyethylene Suturcs -
An Evaluation of Tissue Reaction. American Journal of Surgery, 103(2):
208-216, Februery lu62.

(o) Patterson, H. C., M.D., Katz, A. R. aad ®vans, H. D., Jr., M.D.
Identification of Eye Sutures by Means of Multiplie Coleors. American
Journal of Opathalmology, 34#{35):1033-1055, December 1962.

(¢} Phelan, J. T. Linear Polyethylene, A New Suture Material for Arterial
Anastomosas. Surgery, 45(4):6Th-680, April 1959.

(d) Ribelin, W. C. Personal communication.

Appendix.

Tables I tuarcugh VI and Figures 1 and 2 follow.
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Subpart 3

1.

Paze 22

Frobable Consumption and Exposure of Pigment Plus Suture Material in the Dody.

Tne blue linear polyethylene is used as a skin suture and Is usually removed
Trom the wound area after 7 days. Tlhe maximum lengtii of suture material in
contact with the body internally aind externally would be about 10 inches if a
convipucus stiten Is used., OSince the fiber is hydrophiobic, thuers is probvably
no leaching of the pigment into the surrounding cells. The following test
was tsed to determine if there 1s any lcaching of the pigment off tue Tiber.

Three 30 foot samples of size 000 blue linear polyetiylene were immersed in
100 ml. of the following solutions: DNormml Saline, Weak Acid (pH 5.2) and
Weak Base (pH 7.5). These solutions with their 40 foot suture coils wers
stored in an incubator at 37°C for 7 days. At the end of this period, the
solutions were evaporated to 20 ml. and qualitatively spot tested for curomiun,
cobalt and aluminuwn cations., Taese tests wers obtained from Feigl 3pot Tests
Vol. 1, and are ziven below.

Crhiromium

"Procedure. A drop of the neutral or weakly acid test solution is
treated, on & spot plate, with one or two drops of sodium bypo-
bromite solution. Aftﬂr apout a minute, a dreop of concentrated sul-
furic acid and one or two drops of sulfosalicylic acid arz intro-
ducad and the=n & drop of alconolic diphenylcarbazide solution.

A viclet color appears; its intensity depends on the gquantity of
chironium nresent.

Linmit of Identification: OC.25 ¥ c.romlum

Diluticn Limit: L1:E200,0C0. The avove identification limit
~olds alsc 1ia thwe presence of 130U times tue quantity of mangan-
ose, niclkel or copalt.

Rzajents: 1) Freshly preparcd alimline hopobromite solution

Lowl. bromine wmter plus 2 rd. 5 I sodium or

potassium hydroxide, plus 2 . potassium bLromids)

/‘\

Concentrated sulfuric acid
224 agueous sclution of sulfosalicylic acid
saturated soluticn of dipnenyleariazide in alcchol"

£ 0 PO
e S et

Results cn tie test soluticns were negative for the 100 wl. and 20 ml. conczn-
trates of 21l the leach solutions.

Alumioum
"Procedure. A small drop of the ansutral or weakly acid test solu-
tion is placed on potassium ferrocyanide paper. The other ions
are "fixed" in the paper as insoluble ferrocyanides. he alumin-
um diffuses along with the water beyond the precipitate. Most of
tha aluminum can be washed into the ocuter zone by the addition of
another drep of water to the middle of the fleck.

A drop of alizarin is added; the paper is held over ammonia and
dried. A red ring of alizarin-aluminum lake is formed around the
Terrocyanide precipitate. In order to make the product visible,
it is advisable, after the reaction is complete, to place the
paper, for about 2 minutes, in hot water. Some of the metal
ferrocyanides are wasned off and the aluminum lake becomes more
visible.

(2
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The limits of 1dentificaticn for aluminum in the presence of vary-

P

ing amounts of the other metals, according to this method, are:

4.0 y Al in the presence of Z0C y Fe
3.0 v AL 1] 1 " "300 v Fe + 750 y Cr
l.‘)'{' y A-"_ Tt 1t [1] it "‘912 :/- Mn
0.6 yAL" " " " 60y Fe + 372 7y Mn
C.o y AL ™" " " " 30 yFe + 130y Zn
0.1 v Al " " " tt 30 NG Zn + 20 v Mn
0.5 y AL ™ " " " 100 ¥y U
O.CS NG AL " 1" " tr 30 NG Fe + 72 Vi Com

Resulis on the test solutions were negative for the 10C ml. and 20 ml. concen-
trates of all the leach solutions.

Cobalt

"Procedure. A drop of the tost solution is placed on filter
paper, neld over ammonia, and then spotted with a drop of the
reagent solution. In the presence of cobalt, & brown fleck or
ring is formed.
A large excess of ammoniwm salts reduces the sensitivity.
Limit of Identification: C.03 y cobalzt
Dilution Limit: 1:1,660,000
Reagents: 1) Ammonia

2) 1% alcohol solution of rubeanic acid"

Results on the test solutions were positive for the 10C ml. and the 20 mi.
concentrates of all the lzach solations but were no greater than tihe demin-
eralized water blanks. he amount of cobalt detected was of the order of
0.C3 pem and it is believed that all of it was supplied by the water and not
oy the suture material.

Suopart T

1. Proposed Restrictions and Tolerances on the Use of the Pignent.
Thsre are neo restrictions or tolerances propesed for pigment F3272.

Subpart G

1. Zxemption from Batch Certification.
Davis & Geck requests an exemptidn from certification for tie chromium, cobalt

and aluminum oxides (Pigment F5272) used to color a linear polyethylene suture
material blue for the following reasons.

(a) The animal experimentation work and data, in Subpart D, clearly sstablisa
that this pigment (F5272) when used to coler a linear polyethylene surgi-
cal suture is noninjurious to health if applied by standard surgical
techniques.

~135
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(b) The coloring pigment F5272 is firmly embedded in an inert matrix and does
not iesaci out of tie fiber.

(c) The oxide components of the pigment are insoluble in agueous scolution of
near neutral pH and these ocxides are unreactive, stable and in tnemselves
nontoxic.

(d) Zach lot of blue linear polyethylene is assayed by spectrographic and
ciuemical methods to assure tinat this suture material is the same as the
suture rmaterial used for the animel tissue reaction studies in 3ubpart D.

;136 |mmmm3'.’°4‘
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FIGURE 1

' Monofilament Linear Polyethylene, Size 000, 12 Month Embedments in Rats

Most reaction, natural polyethylene Least reactive, natural polyethylene

]

Most reaction, blue polyethylene Least reactive, blue polyethylene

H&XE AFX. 12CX \ Z '2
IPR2024-00493 0 0 0
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FIGURE 2

' Monofilament Linear Polyethylene, Size 00O, 24 Month Embedment in Rats

Most reactive, blue pclyethylene Least reactive, blue peclyethylene

MALLORY'S TRICEROME AFX. 120X 139

IPR2024-00493 ‘0 .9 4 :
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CAP #12, Aluminum, Cobait, Chromium Oxide May 5, 1364

CAP #13, Pyrogallol and Iron
CAP #14, D&C Blue No, 9

MEMORANDUM OF CONFIRENCE

Participants: Walter M, Thomas - American Cyanamid Co,
David Kaufman Davis & Geck

Dl'- Ko Ao Freeman DCCE
Mr, W, B, Link - DCCE
Mr, D, J, Miller DCCE

Dr. Kaufvan snd Mr, Thomas requested the conference in order to discuss
deficiencies {n Color Additive Petition No. 12 for Aluminum, Cobalt and
Chromium Oxide, and Color Additive Petition No, 13 for Pyrogallol and Irom,
and certsin requested information in connection with Color Additive Petition
No, 14 for D&C Blue Mo, 9,

We bhad asked Davis & Geck to furnish information about the mmount of D&C
Blue No. 9 in both the sutures tested pharmacologically and batches of
sutures prepared thereafter, OUr. Kaufman said that they had prepared only
the one batch that was tested pharmacologically and that, therefore, had
no way of comparing various batches, Je had also requested samples of
sutures dyed with the D&C Blue No, 9, as well as undyed samples of silk
and cotton sutures, Dr, Kaufman sald that some of the silk sutures were
not yet in commercial production but they were being prepared and would be
submitted as soon as available,

We had asked Davis & Geck to furnish additional information about Chromium,
Cobalt and Aluminum Oxide pigment used in linesr polyethylene sutures,
Dr, Kaufman repiied to the specific points raised in our February 20, 1964

letter as follows, (The paragraph numbers coxrespond to those in our 2/20/64
letter.)

l, Davis & Gack will ask the Ferro Corporatiom to send in
additiomal information about manufacturing operations,
(Or., Ksufman asked us to notify the Davis & Geck Company

1f and when Ferro Corporation submits this additional
informationm, )

-
R
IPR2024-00493 0 o ° ' s s
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-2 - May S5, 1964

The material tested pharmacologically had the same analysis
as that wvhich wvas submitted in the petition.

Devis & Gack will check with the Ferro Corporation regarding
the discrepancies in the analytical values as detexmined by
Ferro Corporation and Davis & Gack,

Additional information will be submitted which will clarify
the “ash'" comtant and the smount of pigment in the suture,

The purpose of the sieve is to break up lumps, and the material
is brushed with ‘the sieve until all passes through,

Dr, Ksufman said they had no real basis for requesting a 2%
limit of pigment in sutures but that they wanted to be om the
safe side in the event they exceeded the 1% they aimed for.
Dr., Kaufman pointed out that they expected to use very few
lots of the Chromium, Cobalt and Aluminum Oxide pigwent. He
sald several hundred pounds would last approximately tem
years, He gsaid they had made some additional snalyses,
particularly with respect to boron and will furniah these
analyses,

By letter of Pebruary 25, 1964, we had asked Davis & Geck to furnish additional
information about Pyrogallol and Iron Salt as color additives on absorbable
surgical sutures, Dr, Kaufrman's comments on the correspondingly numbered points
in our letter are as follows:

1.

2,

3.

Davis & Geck are working on a qualitative ldentification test
which they hope will have some value from a quantitative stand-
point, This information will be submitted when it is completed,

They will submit additional information by weighing batches
of sutures before and aftexr passing through the dye bath,

They will submit information about in vitro fastness of dyed
sutures,

We had ssked Davis & Geck about the possible conflict with the USP XVI, since
that compendium did not suthorize the coloring of sbeorbable sutures, Dr. Ksuiman
said that he had been in touch with Dx. Lloyd Miller of the USP revision com-
mittee and that there is expected to be a revision of the monograph on absorbable
sutures vhich will permit the use of coloring sgents,

D, J. Millerx

ce: DTE, peck (. Link),

oc (Mr. Neprud) K
CAP #12, CAP #13, CAP #14 ‘

IPR2024-00493 o ° '. s 7
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-2 -

CAP? #l4& - D&C Blue No. 9, Dr. Keufman said that Davis & Geck had
not manufactured all of the verious size sutures and therefore could
not give us a2ll the ssmples we had requested, I asked Dr. Kaufman
to send us ssmmples of whatever sutures colored with D&C Blue No, 9
wvere svailable snd wve would let him know if wa needed more,

Dr, Ksufman said that he noted that Ethicon had submitted a petition for
Logwood - Fustic, as a coler for sutures and inquired whether Davis & Geck
would have to do so slse, 1 said 1 did not think so at the moment, 1
pointed out that it might be necessary to include in a regulation a
description of the dyeing process and if the one used by Davis & Geck was
not essentially the same, then their sutures would not qualify under the
regulation, I said 1if it turned out that the dyeing methed used by Davis &
Geck differed materially from the ons in the regulation, Davis & Geck would
have to request sn amendment to the regulatien, 1 suggested to Dr, Kaufman
that he informally submit Davis & Geck's dyeing procedure to us,

Dr, Kaufman said that the firm had just about completed the pharmacological
work on the use of D&C Blue No, 6 in dacrom sutures, and that he hoped they
would be filing a petitiom for it in the not too distant future,

Dr. Kaufman asked about the status of D&C Blue No, 9 after July 1, 1963,

the present closing date, I said that since the petition uas filed we would
consider postponing the closing date on our own initiative, but I thought it
advisable, nevertheless, that he make a formal request for postponement of
the cdlosing date,

D, J, Miller

DIMiller:vs 3/29/65
RD Sgd DIMiller

cc: CAP #12 '
CAP #13
CAPF #14
DTE
BSSE(Dats Precessing)
CCR(link)
CCR{Miller)

“09n  seeese

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 37 of 91



CR054001
Text Box
                                                         IPR2024-00493
 Honeywell International Inc. v. DSM IP Assets, B.V. 
                                     DSM Ex. 2014, Page 37 of 91
  



Davis & Gack
Jdanbury, Comn
Asgust 18, 1965 AF 17-081

Ny, Alsdax
Diresteor of Colow & & D

Ve acknowledgs rveceipt of your lstter of May 14, 1963, ia wvhich you
suhait sdéitional iaformation sbout the compoeition of your blee-
gresn pigment F-5272 viieh is being used te celexr polyethylsas sutures
seanfastured by Davis & Geeck, Jivistom of Mmericem Cysmamid Compeay.

Waile the edditicual faformation bas ansvered moet of osr questions,
we otill ave someviigt uncertsain as to the actual lesd and axsenic

contain not wove then 10 ppm of lesnd and 1 pgm of arsenic, wnless
other limits asre spectifically stated im am {ndividual veguletiem.

Ol weuld expect colors vesd (3 stutes te mest penersl specificstices
for ingasted drugs.) In the case of a weter-imseluble celer sdditiwe,
load end arsenic ore determined in a soluties obtained by boiling 10
grame of the color sdiitive feor 15 wisutes im 50 unilliliters of half

3, J. Mllex
Aesistant to the Pirester
Mvisisn of Color Caxtification
ad Bvalimation

cs: Dvw, Ugvid Ceufuan
Davis & Cosk
Mvisian of imavicam

Cywaamid Company
Senbuny, Coumecticst

ce: BTR, OCE(Link),(CAMI2 >
DMtller:emb $/18/65 1D 354 DMller 063 00070
~ *
IPR2024-00493
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AF 17-081
November 9, 1963

Davis & Gock
Hvisien of

Ammrican Cyarnamtd
Danbury, Comnscticut 06813

Gant lesan

we are filing your Color Additive Metitiom Mo. 12 to list chroaiuam,
cobalt, alumisam oxide pigment as a safe color additive for linear
polyethylame surgical sutures, on November 9, 1365.

da sre sure you undarstand that filtag of this petition doss not
oacessarily asan that we are complately satisfied thet the lata
submitted as of this date will support a regulatiom iistiag this
color additive as safe for its propased use.

If more data is nemsded, we wili xnake specific requests at a later
date.

Sincerely yours,

Lanmath A. Froeman, Jrector
Mwvision of Color Certification and Evalustion

ce: TE, cc:(unk),@.

smb 11/9/65

~068 00093;
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CAP #12

FEDERAL REG/STER, YOL. 30, NO. 227—WEDNESDAY, NOVEMBER 24, 1963

DEPARTMENT OF HEALTH, EDY-
CATION, AND WELFARE

Food and Drug Administration Page 14606

. ' DAVIS & GECK R

Notice of Filing of Petition Regurdii'i“
' Color Additives

Pursuant to the provisions of the Fed«
eral Food, Drug, and Cosmetie Aot (ses:
708(d), 74 Stat. 403; 21 U.S.C. 378(d) ),

. neotice is given that a petition (CAP 13)
. has been flled by Davis & Geck, Division
of American Cyanamid Co., Danbury,
Conn., 06813, proposing the issuance of
a regulation to provide for the safe use
and exemption from certification of
chromium-cobalt-aluminum oxide pig-
ment as a color for linear-polyethylene
surgical sutures.

Dated: November 18, 1965.

MarcoLM R. STEPHENS,
Assistant Commissioner
jor Regulations,

[PR. Doc. 65~12633: Filed, Nov, 23, 1966:

. 8:50 aan.|

~0686 |
IPR2024—004£ 0 0 0 8 ?
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(Published in the Federal Register;:
November 24, 1965; 30 F.R. 14606)

DAVIS & GECK

Notice of Filing of Pelition Regarding
Color Additives

Pursuant to the provisions of the Fed-
. eral Food, Drug, and Cosmetic Act (sec.
706id), T4 Stat. 403: 21 US.C. 376¢d) ),

notice is given that a petition 'CAP 12)
has been filed by Davis & Geck, Diviston
of American Cyanamid Co., Danbury,
Conn., 06813, propesing the issuance of
a regulation to provide for the safe use
and exemption f{rom certification of
chromium-cobalt-aluminum oxide pig-
ment as & ceclor for linear-polyethylene
surgical sutures.

Dated: November 18, 1965,

MarcoLM R, STEPHENS,
Assistant Commissioner
for Regulations.

006933
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AF 17-081
Davis & Ceck Division of
American Cyanamid
Jenuary 26, 1966 Oapbury, Com,

‘Mr. Aladar Burgyan

Color Divisiom

Farro Corporstiom
4150 Rast 56th Street
Cleveland, Ohio 441035

Dear Mr. Burgyan:

We are prasently preparing s regulatiou listing chromium, cobalt,
aluminum oxide as a color sdditive for coloring limear polyethylena
surgical sutures. The Davis & Geck Divisiom of Americam Cyanamid
has petitioved for this use and as you know, are using your pigment
F-5272 as the color.

We are cousidering incorporating the following “identity” and
"specifications” paragraphs:

“(a) ldemtity. The color additive chromiuy cobalt, zlumioum
oxide is & blue pigment obtained by calcining a aixturs of
chromium oxide, cobalt carbouste, and alumimm oxide. It may
contain small smoumts (less than 1% each) of barium, borom,
silicom, and nickael oxides.

“(b) Specificatiops. Chromiugy cobalt, slumioum oxide shall
conform to the following specificatioms:

Chromium, calculated as Cr03, 34-37 perceat.

Cobalt calculated as Col, 30+3) percent.

Alusinam calculatad as Al204, 28-31 percemt.

laad (as ), not wore them 10 parts per milliomn.

Arsenic (as As), not wore tham 1 part per milliom.

Total oxides of alumimum, chromium, sad cobalt,

not less tham 97 percent.

lead and srsenic shall be detersined im the solutiom
obtained by boiling 10 grame of the chromium, cobalt,
alendmm oxide for 15 minutes in 50 milliliters of
0.58 hydrochloric acid.”

Ve are not unmindful that in your letters of February 4, 1963 and May 14,
1965 you have specificsally requested that we maintais the coufidentiality
of the information furaished ia your lettars. Vs weuld like to comply
with your requast te the extemt possible. However, under the law 'the

~083 000101
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{Ferro Corporatiom) -2-

identity of a celer additive and, vhers nscessary, its specificatious
mist be described im the regulation listing the color additive. The
“Ydentity"” and "specifications" paragraphs above are the mindmum that
wa feel will adequately describe your ¥-5272.

Frankly, we do not think these paragraphs are particularly revealing
of confidential information since sny competent laboratory could make
a ressonsbly sccurate elemantsal spalysis of the pigaent. Befors
issuing a ragulation, howvever, we would like your comments on the

proposed paragraphs.
Sincerely yours,

David J. Miller, Deputy Director
DMvision of Color Certification & Evaluation

cc: TB, CCE(lLink), CAP#F12

DJMiller:smb 1/26/66
RD Sgd DIMiller

- 054
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June 14, 13965

Mr, DJJ. Miller
Dapartment of Healilh, Blducaticvn nd Welfare
Food and Dro~ Admini :

501 First SHtiTee
Washington, 0.C.

Dear Mr, “ilicr:

Mzy I thark vou agoin for the courtesy that you extended to
e on my visit to vou on the Sth of June,

I 2w having conpiled, and will forward to you, the complete
processes wiich we utilize in spply the Logwood dye and the
Blue D and L #9 as you suggested, [ will also sunnly vou

with all of the informgtion on cur testing at the same tirz,

. Enclosed for vour information is a cornplute list of the dye
stuff discussed at the U.,S. Pharmacopolin O0ffice. un Wednesday,
August 19, 1964 that were being considered by all of the manu-
facturers for use in sutures., From this, you can ascertain
that the list is comparatively limited and utilized by all
manufacturcrs. I trust that this will be of some assistance
to you,

In checking through my notes, I also noted that at the tine
also included in the discussion on the pure piguents we in-
cluded the carbon impregnation and the iupregnation with copper

phthalocyanine as well as the chromium coblet aluninum mixture
for polyethvlene,

Again may I thank you for your courtesy and cooperation,
Sincerely,
AMERICAN SILK SUTURES, INC.

Win Hirsch
President

BH 1nad

S Cation, ‘\’l'v

IPR2024-00493
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mal amcunt of each dye reqivired to produce a tattoo in human skin would
be expereive ard tloe consiming., Accordingly, the group felt that the

. problen of defining the :aximal permigiadble limit of uncembinred dye for
each dye used in the suture irluatry could be haniled by (1) listing
each dye presently used 1n suiwre zannacture end (2) collaborating arorg
ranutacturers to wrrive st joractieal urier limits rfur uwneoxbined dye for
each type of dyz in uss. A 1 iag oY ¢yes Leln viood 4n the induastry
showa the following:

Pyro 3200 - Iro

Dang & Tel oG
FLoand O llus oA ) Sroup T
D and o 3
D angd ¢ 1}
Logwocd (AL relar . 275
and Pusiic AA))
D oand O draoale )
I oans »0 Troan b Orann I
D and J lius e ;

. Copper phznalocy=nine, ohrer i, cobalt, sad alumi-w oxidss rove ales

listed, Tut 1t waz statesd tiog standardis Sor varifous corc sntrations of
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@é@ DWM FERRO CORPORATION

CERAMIC - GLASS « PLASTIC COLOR DIVISION HEADQUARTERS

4180 EAST 568th STREET
CLEVELAND 5, OHIO

September 28, 1965

ﬂ (e
Mr. David T. Miller }z,

Assistant to the Director ﬁy 4‘1

Division of Color Certification |
and Evaluation |

Focd & Drug Administration
Department of Health, Education and Welfare
Washington, D. C. 20204

Dear Mr. Miller:

Your letiter of August 18, 1965, requesting data on lead and arsenic content
of our F-5272 turquolse pigment being used to color polyethylene sutures
made by Davis and Geck, Davision of American Cyanamid Company, has been
recelived.

Our Technical Services laboratory ran the analysis on three different
lots of pigments and found, unexpectedly, lead and arsenic in greater
amounts than the specifications mentioned in your letter above call
for.

Therefore, we submitted 2 more pigment samples for analysis. This time

the pigment was acid-washed, a procedure widely used for quality improvement
in the pigment industry, and the lead and arsenic content dropped sufficiently
below the specified level.

The acid washed pigments are designated by the capital letter "W" and the
enclosed analytical report is self-explanatory.

In view of these findings we now are confident to be able to menufacture
F-5272-W which will contain not more than 10 ppm lead and not more than
1 ppm arsenic, and thus to meet the general specificetions for color
additives used for ingested drugs.

Very truly yours,
mﬂ—%

Aladar Burgyan

Director of Color R & D
AB:md
Enclosure {1) :
cc: Dr. David Kaufman _ 008071
Davis & Geck
Div. of American Cyanamid Co.

{
IPR2024-00493 -
Danb 75 Connecticut Honeﬁegntirnational Inc. v. DSM IP Assets, B.V. ™~
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FERRO CORPORATION Laboratory No.

2723 &
5743

L1150 East S56th St.

f  veland 5,

Ohio Requisition No.

REPORT FROM THE o

TECRNICAL SERVICES LABORATORY

SAMPLE F 5272 COLORS FOR Fb and As e
DATE RECEIVED 8/23/65 DATE REPORTED 9/20/65 -
REQUESTED BY Burgyan DEFT. 6=31-63 PROJECT

FILE REFERENCE RZ 1136-1137, RZ 1141

3 = F 5272 UNTREATED COLORS FOR I'b eand As

Lot Eb As

F-5272 12-043=40 214 ppm {1.9 >1.5 pm
" 08=030-00 176 <.08
" 05=-069=50 82 1.9

2 = F 5272 ACID WASHED COLORS FFR Ib and As

Lot ﬁ b As
F-5072 W 05=072-50 6 pmm nil
n ]_2_0)-1-3-1}-0 8 nil

The lead and arsenic were determined in a solution obtained by boiling
10 grams of the color additive faor 15 minutes in 50 milliliters of 0.5 N
Hel.

The arsenic was determined by the Gutzeit Method and the lead spectrographically.

br )

cc: Burgyan (3)« "..72
Bozsin IPR2024-00493
File Honeywell International Inc. v. DSM IP Assets, B.V.
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STAMFORD RESEARCH LABORATORIES
RESEARCH SERVICE DEPARTMENT REPORT

o Mr. A, Glick DEPT. Davis & Geck ROOM NO.
FROM  ceneral Anslytical II DATE REPORTED . 9/20/65
MATER AL Blue Pigument TEST " Pb; As
CHARGE NO.  sape_0g OATE SUBMITTED  6/2/65 /;
15?“ EEEFRTED 8Y  G. A. Clarke | NOTEBOOK REFERENCE S~T357 = 27 A
WORK DONE BY E. Burroughs ' T
lead as sepnic as
Sample Identificetion BPM Pb PERCRaC °°
F 5272 Blue 35 none found

RS0-1

In each case a 10 g. sample was boiled in O.5N HCL for
15 minutes and the solution was filtered and evaporated to dryness.

ILead was determined by the procedure described in the attached
Estimated limit of sensitivity 1 ppm.

mE'thOd P 28 Co

Arsenic was determined by the procedure descrived in the attached
Estimated .'u.mit of sensitivity O.1 ppm.

method P 28 do

amb

G. A. Clarke

~ 0 / 2 IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V. 030073
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STAMFORD RESEARCH LABORATORIES
RESEARCH SERVICE DEPARTMENT REPORT

0 Mr, A. Glick OEPT. Davis & Geck ROOM NO.

FROM  Geperal Anelyticsl IT DATE REPORTED 9/20/65

MATER | AL Pigment TEST  py. As

CHARGE NO. 2086-09 DATE SUBMITTED 6/2/65 [ 7
WORK REPCRTED BY G, A, Clarke | NOTEBOOK REFERENCE  8-7357 - 21-27 d

WORK DONE BY E. Burroughs

Lead as Arsenic s
Sarple Ydentification ppm Fb rpeis
\ D eand C Blue 9
N Iot Fh762 2.6,2.3 002

Lead was determined by attached procedure P 28 c. Estimated
limit of sensitivity 1 ppm.

Arsenic was determined by attached procedure P 28 4. Estimated
limit of sensitivity O.l ppum.

) - 3. a. Cladi

G. A, Clarke

amb

. IPR2024-00493
Honeywell Internationat Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, P 0 7 6
‘ f‘073 x. 20 age490f9100 0
fS0=1 ‘ -
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STAMFQRD RESEARCH LABORATORIES
RESEARCH SERVICE DEPARTMENT REPORT

To Mr: A. Glick

DEPT. Davis & Geck ROOM NO.,
JRM_ Genersl Anelyticel IT DATE REPORTED  9/20/65
MATER | AL Sutures TEST Po; As

CHARGE NO.  2086-09

CATE SUBMITTED 6/2/65

el

WORK REPORTED BY

G. A. Clarke _ | NOTEBOOK REFERENCE  5-7357 - 27 -
WORK DONE BY E. Burroughs ?
: Lead as Arsenic as
Sample Identification ppm Pb ppm As
Blue Linear Polyethylepe 1 . nope found

In each case a 10 g. sample wes bolled in 0.SN HC1l for
15 minutes and the solution was filtered and evaporated to dryness.

Lead was deterwmined by the procedure described in the

attached method P 28 ¢.

Eatimated limit of sensitivity 1 ppum.

Arsenic was determined by the procedure describved in the
attached method P 28 4. Estimated limit of sensitivity 0.l ppm.

amb

fS0-1

‘%- for B0 C/.M_ﬂ_.

G. A, Clarke

e .
~ 0 { 4 IPR2024-00493 00.,77 )

Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 50 of 91
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P26 c

Determination of Lead in Organic Materials

Principle of the Method

The sample is ashed at a low temperature in the presence of
sodium carbonate to destroy the orgapnic matter. A slightly basic solutiom
of the residue is prepared, and the lead concentration is determined
colorimetrically by a dithizone extraction procedure.

Apparetus
1. GSeparatory funnels, 12%-ml.

2. Spectrophotometer, Beckman Model B or any iostrument capable of
making measurements at a wave length of 520 wu, equipped with
l-co silica cells.

Reagents

l. Sodium carbopate, anhydrous.
2. Carbon tetrachloride, reagent grade.

3. Dithizone solution. A 0.001 vo 0.0012% (W/V) sclution of
diphenylthiocarbazopne (Eastman 3092) in carbon tetrachloride.

4. Ammonium hydroxide, concentrated and &N.
5. Nitric acid, ~ 0.16N.

6. Aomonium citrate solution. Dissolve 5.0 g. of ammonium citrate
in 100 ml. of water. Adjust the solution to pHQ with ammonium
hydroxide and shake with successive portions of dithizonme solutiom
uptll the extracts remain colorless. Extract excess dithizone
from the solution with chloroform.

T. Potassium cyanide solution. Dissolve 10 g. of potassium cyanide
ip 100 ml. of water. Extract with 0.005% dithizope solution to
remove any lead.

8. Hydroxylamine hydrochloride solution. Dissolve 20 g. of
hydroxylamipe hydrochloride in 100 ml. of water.

9. Ammonia-cyapide-sulfite solution. Mix 7.25 ml. of &V ammonium
hydroxide solution with 30 wl. of 10% potassium cyanide solution
and dilute to one liter. Dissolve 1.5 g. of sodium sulfite in
the solution.

10. Standard lead solutions.
Solution A, 0.1 mg. Po/ml. Dissolve 0.160 g. of dried lead nitrate
in one liter of 0.1l€N nitric acid.
- 0 7 5  IPR2024-00493

Honeywell International Inc. v. DSM IP Assets, BTV. n o 0 o 7 8
DSM Ex. 2014, Page 5 0f 91
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Qe

Solution B, 1 microgram Pb/wl. Dilute 10 ml. of solution A to
ope liter with O.16N nitric acid. Prepare fresh just prior to
use,

Preparation of Calibration Curve

Carry 1, 2, 5, 10, 15, and 20 ml. of stendard solution B
through the following procedure:

Measure the standard into a 125-ml. separatory funnel and add
sufficient 0.16N nitric acid to bring the voluwe to 25 mwl. Add 10 ml.
of ammonia-cysnide-sulfite solution and exactly 10 ml. of 0.001%
dithizone solution. Shake well for one-nalf mibnute, allow the phases to
separate, and rup & portion of the carbop tetrachloride phase through a
plug of glsss wool into a ope-cm. cell. Measure the absorbance at
520 mu vs. carbon tetrachloride in a reference cell. Carry & blapk of
25 mY. of 0.16R pitric acid through the sawe procedure. Correct the
observed readings for the blapk and plot the corrected reading vs.
wicrograms Pb/10 ml.

" Preparstion of Sample

Weigh e suitable quantity of sample (containing 1 to 20 micro-
grams of lead) ipnto a tared silics or platisum dish and mix intimstely
with ope-fifth its weight of enhydrous sodium carbopate. Place ip a
cool puffle furpace (100* - 500°C), raise the temperature to about
420°C and lesve overnight. Cool, and leach with about 10 ml. of 1:1
hydrochloric acid, heating to near the boiling point for 5-10 minutes.
Filter off any insoluble material, washiog with a small volume of hot
1:1 hydrochloric acid. Reserve the filtrate and washings; discard the
residue.

Procedure

Add 10 ml. of ammonium citrate solution, 1 ml. of hydroxylamine
hydrochloride solution, and a few drops of thymol blue indicator to the
solution reserved stove. Make the solution slightly basic with meonium
hydroxide, and add 5 wl. of potassium cyanide solution. Adjust :h-~ pH
t0 9 - 9.5 (green-blue to blue color) by dropwise addition of amuc.ium
hydroxide. Transfer the solution to a separatory funmel, add 5 al. of
dithizone solution and shake for onme~half minute. Allow the phases to
separate and drain the carbon tetrachloride phase into a second separatory
funnel. Repeat the extraction with S-ml. portions of dithizone until
the extract is colorless. Combine the extracts and wash them by shaking
with 10 ml. of water containing a drop of l:1 ammonium hydroxide. Draw
off the carbon tetrachloride phase ipto a third separatory fupnel. Shake
the aqueous phase with 1 to 2 ml. of carbon tetrachloride and add this
extract to the contents of the third separatory funnel.

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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Extract the lead from the carbon tetrachloride solution by
shaking with two successive 5-ml. portions of 0.16N nitric acid for
one-half winute. Combine the acid extracts in a separatory funzel,
wash the carbon tetrachloride phase with two wl. of water and add this
washing to the acid extracts. Add 10.0 ml. of ammopia-cyanide-sulfite
solution and exactly 10 ml. of 0.001% dithizone solution and shake for
one=half minute. Allow the phases 10 separate and run a portion of the
carbon tetrachloride phase through a plug of glass wool into a l-cm.
cell, Measure the sbsorbance at 520 vs. carbon tetrachloride io a
reference cell. Avoid exposure to strong sunlight. Carry a blank of
25 wl. of 0.16N nitric acid through the determination and caxrTect the
observed readings for any blank. Determine micrograms Pb/10 nl. by
reference to the calibration curve.

micrograms Pb/10 ml.
g. of sample

ppm lead =

General Analyticsl Group II

August, 1965 g\’ ) d
Vi

aob

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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Determination of Arsenic in Organic Materials

Principle of the Method

The sample is digested under reflux with sulfuric and npitric
acids to destroy the tulk of the organic matter, and then treated with
perchlore acid to remove any remaining traces of organic maeterial. The
dissolved arsenic is subsequently copverted to arsine and determined
colorimetrically with silver diethyldithiocarbamate in pyridine. The
only metal likely to interfere is antimony.

Apgaratus
l. Digestion Apparatus

a. Boiling flask, 300-ml.,center neck 5 2i /10, side neck
§ 24/L0 (Kontes K 60500).

b. Funnel, separatory, 125-ml. $ 24/40 joints (Kontes 63400).
¢. Funnel, filling, 60-ml. £ 24 /40 joint (Kontes 63125;.

d. Condenser, straight, 200 mm $ 24/LO joints (Kontes XK «u650).

e. Electric heater, any convenient type with variable tempersture

control.
Assemble the above comwponents as follows: Place the boiling

flask on the electric heater. Insert the filllpg fupnel in the side neck
of the boiling flask and the separatory funnel in the center neck. Iunsert
the condenser in the top joint of the separatory fuonel. Connect the
condenser to a source of cooling water. Use a ripogstand apd clamp to
position the assembly.

2. Arsipe geperator. Fisher Scientific Co. catalogue No. 1-405.
This consists of a 125-ml. Erlenmeyer flask, a scrubber unit.
and an absorber unit with ¥ or § Joints between the units.
3. Spectrophotometer, Beckman Model DU (or other instrument
suitable for measurement at 525 millimicrons)} equipped with
10 mm. pathlength cells,.
Reagents

1. Sulfuric acid, concentrated.
2. Nitric acid, concentrated.

3. Perchloric acid 70%.

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 54 of 91
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Do

4, Silver diethyldithiocarbemate-pyridine solution. Dissolve
1 g. of silver diethyldithiocarbamate in 200 ml. of pyridine.
Store in an amber bottle.

5. Stannous chloride solution. Dissolve 40 g. of stannous
chloride in 100 ml. of concentrated hydrochloric acid.

6. Zinc metal. Low arsenic, 20 wesh, Fisher No. Z-15.

7. Potassium iodide solution, 15%.

8. Lead acetate solution 15%.

9. Carborundum chips.

10. Arseniec stock solution, 0.100 mg./ml. (Solutiop A). Weigh
0.1320 g. of arsenic trioxide, dissolve in 10 ml. of L0%
sodium hydroxide solution, and dilute to one liter with water.

11. Arsenic standard 1 microgrsm/wl. (Solutionm B). Dilute 10 ml.
of Solution A to one liter with water.

12. Hydrochloric acid, concentrated.
13. Stopcock grease. Dow Corning Silicone.

Preparation of Calibration Curve

Measure 0, 3, 6, 9, 12, and 15 ml. of solution B into 125-ml.
Erlenmeyer flasks and dilute each to 35 ml. with water. Add 5 wml. of
conc. hydrochloric acid, 2 ml. of potassium iodide solution, and & drops
of stannous chloride solution. Swirl the flasks and allow thems to
stand for 15 minutes. Meanwhille, place cotton moistened with lead
acetate solution in the scrubber and 5.00 ml. of silver diethyldithio-
carbvamate solution in the absorber tube. Lubricete all joints with
silicon stopcock grease. Chill the sample, add 3 g. of zinc and
immediately assemble the arsine generator. Allow the reaction and
evolution to continue for 30 minutes. Trsnsfer the absorbing solution
t0 the cell and measure the absorbance at 525 mup. Plot absorbsnce vs.
arsenic concentration in micrograms arsenic/5 ml.

Procedure

Accurately weigh 1 to 2 g. of sample into the boiling flask.
Add 5 ml. conc. sulfuric acid and a boiling chip. Assemble the digestion
apparatus. Add 5 ml. of conc. nitric acid to the filling funnel and
introduce 0.5-1.0 ml. of it into the digestion flask. Heat gently, adding
more pitric acld dropwise as the digestion proceeds. AdJust conditions
t0 maintain nearly concentrated sulfuric acid in the digestion flask
and contipue until the liquid is almost colorless. Add perchloric acid
dropwise through the filling funnel until 0.5 to 1.0 ml. have been

Honeywe’IT Irngtigal Inc. v. DSMITPR,igs:t_sO,?é?V? 0 0 o 0 82
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introduced. Heat the solution strongly for 5-10 minutes, then cool.
Openp the stopcock of the separatory funnel and drain the condensate
into the flask. Trensfer the contents of the flask to a 250-ml.
beaker and heeat to drive off most of the perchloric acid. Cool,
8dd 10 ml. of water and boil for several minutes. Transfer the
solution to the arsine generator flask and dilute to 35 ml. with
distilled water. Continue as described under Preparation of
Celibration Curve starting with " ...., 2 ml. of potassium iodide
solution .....". Determine the microgrems of arsenic in the sample
by comparison with the calibration curve.

Calculation

micrograms arsenic
g. of sample

ppm Arsepnic =

Reference

1. Apal. Chem. 31, 1589, 1593, 2052 (1959).

General Analytical Group 1I
August 1965

_ o
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% DWM FERRO CORPORATION

CERAMIC - GLASS + PLASTIC COLOR DIVISION HEADQUARTERS

o A
4180 EAST S6th STREET » SP L
oy

CLEVELAND, OHIO 44108

February 1, 1966

Mr. David T. Miller

Deputy Director

Division of Color Certification & Evaluation
Food & Drug Administration

Department of Health, Education and Welfare
Washington, D. C. 20204

Re: Regulation for Color Additive for Coloring Linear Polyethylene
Surgical Sutures (Davis & Geck Division of American Cyanamid
Petition)

Dear Mr. Miller:

We are glad that a regulation is in preparation regarding the use of a
color additive such as Ferro's Blue-Green Pigment F-5272 for coloring
linear polyethylene surgilcal sutures.

We understand the necessity to identify the color additive and agree to
reveal the proposed confidential information as outlined under "Identity"
and "Specifications" paragraphs.

I would like to suggest slight changes in the wording of the first sentences
in both paragraphs.

Instead of:

"(a) Identity . The color additive chromium, cobalt, aluminum oxide is a
blue pigment, ete.",

I suggest to use:

"(a) Identity . The color additive chromium oxide-cobalt oxide - aluminum
oxide is a blue-green pigment etc.”

And, instead of:

"(b) Specifications . Chromium, cobalt, aluminum oxide shall conform to the
following specifications: ete." I suggest to use:

(b) Specifications. The color additive chromium oxide-~cobalt oxide-aluminum
oxlde shall conform to the following specifications: ete."

These changes would, in my opinion, more accurately describe and identify the
nature of the color additive which is not a chromium metal, cobalt metal and

aluminum oxide composite but a solid solution of chromium oxide, cobalt oxide
and aluminum oxide.

IPR2024-00493
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Mr. David T. Miller -2- February 1, 1966

The other restrictions and the 0.5 N hydrochloric acid extraction are 0.K.
Very truly yours,

ALt ;7ez"’71a;/“-—

Aladar Burgyan
Director of Color R & D

AB:md
ce: Mr. David Kaufman
Davis & Geck

Division of American Cyanamid Co.
Danbury, Connecticut

-062
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ligted for via ot coito awd gius gusrical sacures, [LC Zud 0, 3 ca
tolton sotvres, 0S%C Croon S0, 5 oa nvlon suluzes, lo~xod ou sili and
nyloa smixxvs, pyrosallol sod lxem €2its cm cat 3t suouTes, sud cironiume

ccbalteg oxida on linssr polrathylens egtures, 1 caid DAC Creen

Ro. & tly 1ic2ed for vza em Cdocton sutures, 1 said thee o - -
we b B Cclssuisiond widh ooiure Sonulzrtiurasy ohost ML Rlez Mo, 6
md Z5C 'R0, 2 but 1 had no pozitive z3surace thal siudics were

vnler vay ‘theas ccloxs, 18 earAr to & nuistiom by Dy, Tillmes I said

1 414 not thiat . colar miditi.ﬂ siould be conaidersd provisionslily listed

e mweme o em em s LT 3T Lm i ey by garshlt~h 4 gavary evem

thanghctudlummdcrnrtonmmhnfethimtmnduuml
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uwee. I vaid »ot thizk it would Lo in keeping vith tha spirit of the
tranaicional ong of .3 Usler Adlilve fumploinis tO Wesh a provisional

listio: ;sing indefinitely 8t becsu c ;ovionizsl.y & user cocided be ixd
@ pov L2 for a crity aduitiva, T 8:ll the trancizismal seciions of the
Color Adiltive f—inlizenta v 7o ‘%1 ).y that tie tramsictional period

was izrecdnd ooy Lo AT - 0 gl davest T tosione sloTied
fome . loToly gioov L0 - w0 ¢ ozmats vose rassed omd that while

WB Bhe 0¥ Li0TAL s davn o aeiee. o o) OOCEZa O Lhe oaley dn daavil
the <c'or addizive fesulaiiony wa coulii wot conti.ua provisizual listiaza
£

Ia rez:onse to eucscions (rony Iv, Cresna 1 outlined bhriafly the recuirecc.its
gor .. _ouxeleridne 26045 fov €010T  Luiidves [z culure ure--that ia,
gcuti, Toletuic, | UIsuERrdt amd exblialay atudics. 1 gald thict 17 tia S5 bof
pads ¢-uce gad suiacute stulic3, e rozuils woauld e meds avalledle to s
patiz ziar,

There a9 & bricf Jiscusaion of the vow dvug status of dyed cutvres sad

I waid tiak tlore could will ba sitmations im whicd a petitics fop the ude
of a cxicr sdditive ia suiuris would alss lowlve altiar saa criglnal or
supplozencal oow divg appilistion,

Thezs was gcow diecussion of coe user ‘ridiag om t™e costtalls” of 8 serond
eser .0 is & politionew, 1 szid that tha listing of @ celor sdditive viicy
cartoia couditicns of use did not linit the uvas to (e petiticomer, I sliogd
that in the ca230 of sutures, ilere voit @ pospibillilry that tiha resulaticn
sz i@ enicy eoditivy vould rzell et the zi-p pyoeats 4 thils vore
mece~-2ry o fusure the sale conditions of use of Lux coler additive md
that if o sutuvre pamiscturer vaed & <yring procsss Ci{farent Irom the voe
speilcd out 1o tha refulatisns bis use of the color additlive sould be
11le-21 evon thcu~a he nsy kave uvsed gn idomtieal straizat coior., 1 exhes
sizog tiab tho r.o ulstion wotld not nocessarily doocribe tim dysing process
dut thst it could, or that it might spell out spociile mordaats, etc,

David J, Miller, CCZ

IPR2024—004930 0 o 1 1 7
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CHAF s

Color Additives

MEMORANDUM OF CONFERENCE
December 4, 1967

‘.

. Imvid Kaufman, Technical Director
Davis & Geck,
Danbury, Connecticut
Dr. Harry D. Evans, Jr., Medical Director
Davis & Geck
Danbury, Comnecticut

Betvean

and

Mr. David J. Miller, Deputy Director

Div. of Color Certification and Evaluation
Dr. Charles J. Kokoski

Div. of Toxicological Rvaluation

Dr. Kaufman and Dr. Evans called by appointment to discuss the
status of 5 color additive petitions submitted by Davis & Geck
but which had either not been filed or, if filed, the color addi-
tive involved had not been permanently listed. Mr., Miller said
that no further information was needed for CAP Np. 12, Chromium-
cobalt-aluminum oxide in linear polyethylene sutures, or CAP No.
14, D&C Blue No. 9. Mr. Miller said that however, the new drug
status of these two petitions, as well as the new drug status of
the petitions discussed below had not been settled and that untii
a firm decision had been reached as to whether new drug applica-
tions were necessary, we were not ready to issue regulations list-
ing the coler additives for suture use. Discussions conceruning
other petitions were as follows:

CAP NO. 13 - PYROGALLOL AND IRON
SALT IN PLAIK AND CATGUT SUTURES
INCLUDING OPHTHALMIC SUTURES,

The petition is considered essentially complete. However, we said
that we would like to see UV curves of the extracts from sutures
from various batches of chromic and plain sutures using the analy-
tical procedure submitted 12/13/66. We said we needed this infor-
mation to show the reproducibility of coloring material from batch
. Thaye was sowe discussion of the need for toxicity

b thé chromic sutures. (This type suture was the sub-

t to the original petition which involved plain
28 only) Dr. Kaufman said he felt that the two-year
"stwiites made with the plain sutures would be equally
applicable to the chromic sutures becsuse the only difference was
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 sutures were absorbed im about twenty days and the
tom days. He said that under presant policy it wae
"¢ add pyrogallol to the chromic sutures as a tanning

~8id and that the only further trestment was the sddition of irom

salt to incrsase the black color. Dr. Kaufman stated he had om
file some toxicological data obtained from teasile strength {mplan-
tation tests for chromic catgut sutures, vhich he would seand us to
assist in our evalustion.

mm-“-mmmo‘
IN POLYESTER (DACROR) SUTURES

We said that wa had no letter of authoerization from MNstiomal
Aniline allowing Davis & Geck to refer to msaufacturing processes
for D&C Blua Ko. 6. Ve said we lackad certaia informatiom about
intermediates and subsidiary colors im D&C Blue No. 6 but that in
light of an anticipated petition by Pharmacsutical Manufacturers
Association, we would not insist on specificstions for D&C Blue
No. 6 from David & Geck at this time. We said wve felt we should
have mose information about atability of the color in the suture
than had been submitted and suggested a resnalysis of samples of
sutures previously analyzed. Dr. Ksufmsu said ha was not sure
whather he had such samples but would check when he returoad to
his office. He said he felt that chacking the content before and
after autoclaviasg is & morw rigorous test than & room stability'
one. Mr. Miller said that even if this were trua, such informa-
tion had not been furnished. Dr. Ksufman said that he also fslt
that insofar as stability in the body was concernsd, the sutures
after a two-ywar implsntation study still showed an intensa blue
color and that this visual appearance was good evidence of sta-

“bility. Drxr. Kokoski said thers were certain ambiguitises in the

toxicological data and pointed out an apparent typographical
error in the title of ome of the photomicrographs. On Page 31,
Pig. 38 of a revised Subpart D submitted om July 3, 1967 the

word "mot" should read "wost". He also mentionsd that the toxi-
cological report did not appear as complate as reports in the
firm's other petitions. Further discussion indicated that some
data submitted in 1964 prior to the actual submission of the

hgd ast been placed in the copy reviewed by Dr. Kokoski.
) thet Dr. Kokoski would review this additional mater-

CAP NO, 52 - FD&C ALUB MO, 2
IN NYLON SUTURES

We told Dr. Keufuwsn that his June 8, 1967 response to our ques-
tions about msnufacturing processes and specifications was incom-

9048129
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ia light of an anticipated petitiom for FD&C Blue
Omttified Color Industry Committee we would withhold
Requests pending reviev of the dats in the CCIC peti-
the stability stuiies sade by Davis & Ceck and
said a0t sure that the sutoclaving conditions represented
adequate testing of sutures sither inm storage or implanted in the
humsn body. Dr. Ksufmsn said (as discussed under DiC Blus Mo, &
above) that autoclaving was & more rigorous test, which, in the
absence of significant losses, would prove tha stability of the
color additive both vhea stored in containers and ino the hummn
body. Dr. Kokoski said he would like to study the situation some-
what further before msking any commsnts.

Thers was soms discussiom of closing dates of provisional listing.
1 pointed out that the closing date of the provisiomal listing of
Blue No. 6 was December 31, 1967 and suggested that it would de
desirable for Davis & Geck to requast postpounement of the closing
date. Dr. Evans demuared since he felt that eseentially the need
for additional time was for the Food and Drug Admimistration to
consider data slready submitted or to prepare am order but then
concluded that the firm would request a postponsment of the clos=~
ing date.

Dr. Eaufwsn asked about the status of studies for logwood om silk
and cotton sutures. He was aware that Ethicou bad withdrawn their
petition for the listing of logwood. 1 said I did oot know just
vhers Xthicon was im their program -- that they had been in to see
us in Octobar and we had discussed protocols. I asked Dr. Kaufmen
if Davis & Geck had dats and was prepared to sulmit a pestition of
their own. Dr. Kaufuan indicated that they bad cousiderable data
but vas not sure it was of the type satisfactory for a petition
and also commented on the problem of preparing a petitiom and pay-
ing the necessary fee. 1 pointed out that the provisiomal listing
of logwood was omly until June 30, 1968 and that in the absence of
wvork underway or a petitiom, I was not sure just what actiom the
Commissioner would take about comtinued provisional listing. Dr.
Kaufmsn, in response to s question, said industry competition
would preclude filing of a joint pstitiom with other suturs menu-
factursre.

.

David J. Miller, DCCE

cc: Postponement After Dec. 31, 1967
Postponemnt After Juns 30, 1968
114 4
CAP Fo. 13 file
CAP No. 46 file

00130
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AF 17-081

Setween Br. Bavid Kaufwman, Tochuicsl Pirectew
" Davié & Geck Co., Pivisies of Amricsm Cyemexid Ce.
Panbuyy, Commetiont

and

Mr. David J. Milley, Daputy Bivectex
pivision of Coler Castification aad Evaluetion

mm.ummﬂun-mtunub.u,
and catgnt sutwres, CAF Be. 46, DL Blus Neo. ¢ in
ad CiP WM. 52, FE Xlus Be. 2 in sylen sutwxes.

u.lnh.edl::
pyregallelyiven
pelyestar (daszem)

. Davis & Ceck im Juns and wes tryimg he ologm
: 'mlo-.-h'w: -ﬂu“ mvuh eslox additive petiziews. I végf “._q
musrsadun of ssafovencs of Seemmber 4, 1967 the intormpktbn
I':pn e Loned afachat lam taieve be lofx. 1 i
ﬂ.lh, foxr ML Be. b iy Tharmessut isal
Be. 2 by the Cowtified
of namissturing precassss.

Ik

|

4
:

i
;

[
|
}
i
;
1

leager were in

Bovid J. Willexr, BCCE (BC-WL)

042
000132
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R Besamber 19, 1968 f P‘D }2/

Nx. J. Ravia Resusy, Pivestes
Testmieal Serviess Brameh
0tfiss of Covermment Coutrels
Davis and Cesk

dmarisan Cysnsmnid Conpany
Peerl River, Naw York 10963

Bear My. Desusy:

This is in reply te your lettsr of Documber 9, 1968 te Mx. Devid J. Niller
shout the status of certain esler additive petitiems.

ummu:hu:mmmmm.rm"
esleglionl data for tha fellewing ssler additive patitisas:

CAF e, 12 - Caremiwm, osbalt, slmminmm euids for
eoloring linsar pelyethylans sutures

CAF Nn, 13 ~ Pyvegallel plus irea sselt for eslering
plain and chromnis catgut sstures,
iacleding epithalmis sutures

CAF No. 14 ~ D& Slwme fe. ¥ for eslecing cotitsm
and silk sutures inclediang ephthalmie

sutures and 52 for FOOC Bluws We. 2 for esloring wylea sutwres are defieisat
Ve azw met st this time reguesting
ve anpeet to ressive this date

te isom regulations listing aay of the swbjeet eslex
wtil the lgw Brug stasus of aseh suture hae boen
' Wiem a deternination is ende, we will esutact you immsdistely.

Yo hove requested the fiseal dvameh to vefund the $2,600 creditad ts the
Savis end Gook asseowst.

Sinsesruly yours,

¥illias B. Lisk

Bivisisn of Colecs and Commntias
Busnan of Seiounes

ce: $C-1; 3C-12; s-i;u B-5(Pr. Paluer) $C-220(Limk) 000133
$C-220 Wlisk:aeh 12/19/68
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L Fekead.,
Peblie Neslth Servise (7%/9 /,2

~ ’ | Septenber 2, 1969
. . .l'?.,,;‘

Decis R, Seeger, . D,
Assistaut Pirester

Neodianl Countzels Dransh
Offise of Covermmant Costrels
Duvis & Geck

Amxicen Cyonenid Conpony
Pesx]l Riverx, Few York 10963

Bear Px. Sesger:

This 1is {a reply te your lattas of July 19, 1969 ia vhich yeu ashed
for csmmsats em & proposed pretessl for a shert-temm texieity study
of chronimn-esbalt~slmism exids evieoved polyprepyliens setures.

In the last parugreph of wy letter of dpril 35, 1969 to v, Meapay

1 indiented & "mow drug” quectisn night coms wp. Sines writiag theg

letter our Duress of Nodicine has advised ms it esasiders the dhounigis
swobalt-slminmn exide osloved pelypropylans ostuss to bs & “maw dvwg”.

Acosrdingly, amy eslov sdditive ilisting of the ehreniwn~esbalt-alwminem
ouide te sslor pelyprepylems sutures would be dependsat en there being

an approved WA,

In light of this situstion I thisk it would ba imsppreprisce fow this

diviston ¢o crmment eu the prepesad pretessl. I have ashed owr 0ffice
of Vow Drugs, Buvresn of Nadisine te write te you sheut Chis astterw,

Sineerely yowrs,

Bovid J. Hiller

Mrvisisn of Galeors and Commaties
Duzasn of Seciomen

g Sy T
ee: 3C-970(Dr. Eskeski).”
»-100
W=5(r. Joha Palmer)
CAP Mo, 12

(95C-203) Btiller:asb 9/2/69

008147
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July 9, 1973
Visitor: Gordon Personsus Bavis & Geck Div., American Cyanamid
FBA: Gerad L. McCowin Mr~-334

Subject: Color Additive Petition B, 4C0012,4nd 4C0013

Mx. Pexsensus requested the comference to discuss limitatioms in the May 16,
1973 order im the Pederal Register comcarniang pyrogalol and ferric ammonium
citrate (CAP 4C0013). HNe stated that his firm wes haviag difficulty meeting
the 3% by weight limitatiomn placed om the smount of color additive which
would be presemt ia the suture. He pressated 2 copy of a test method for
the dye contsmt in the sutures which he szid was an improvemeat to the
method presently im the petition.

Be said that using the new mathed they wers able to obtaim rulew few §e-. -
coler comcemtratiom of less then I by weight in plaia satgut A
Hewever, 21l of the values obtained for chromic catgut sutures wewy SN
3%. Ne stated that the amounts foumd fox all batches of chremic cabtgii¥
produced since May 16, 1973, were as follows:

T EEE

Suneiaw

4.65%

In view of this data, he requested that the 3% by waight of the sutures
limitatioa om the amcunt of color additive be raised. I sdvised that this
could probably be done but that I was unsure as to exactly how.

The firm's petition for chrominm-cobalt-aluminum oxide was also discussed
- rsoneus stated that the firm mo lomger has sny interest

to the pstition.to provide for the use of the color

)Y propyleae sutures. I advised him that wve would consider
L @S thdirawn but asked that he subait a letter for the record

ing the amendment to the petition.

IPR2024—00499“1 "

Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 70 of 91

L


CR054001
Text Box
                                                         IPR2024-00493
 Honeywell International Inc. v. DSM IP Assets, B.V. 
                                     DSM Ex. 2014, Page 70 of 91
  



%, 1 telephomed Mr. Parsoneus to advise him that he should
. written request that the limitation on the smount of
amwonium eitrate complex permitted in suturss be raised.
1 suggested that he supply s specific limit which the firm felt could be
mat. T advised him that his request should be supported by the anslytiecsl
methods and results showing the levels of:the color additive normslly
present in the sutures.

I santioned that our intemtiom was to coafirm the order of May 16, 1973
aad to include ia the domfirmation an order increasing the amouant of dye
parmitted in the sutures.

Gerad L. McCowin

ClMcCowin/bEE/P~3~73
R/D/Iatd, ClMcCowin 7-£2-73

coF AF-334 R
Mr-330 =
B¥F-300 o T
BP-152
B-l4k
ce-1

00161

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
DSM Ex. 2014, Page 71 of 91

-
-


CR054001
Text Box
                                                         IPR2024-00493
 Honeywell International Inc. v. DSM IP Assets, B.V. 
                                     DSM Ex. 2014, Page 71 of 91
  



July 18, 1973

Mr. Gordon R. Personeus
Ladarle Laboratorias
Pearl River, N.Y. 10963

Ra: Color Additive Petition No. 12
Deaxr Mr. Parsonaus:

We are anclosing for your reviaw a copy of a draft of an order as a

possible reapoussa to your petition. Wa would appreciate your
comments on tha draft order.

We have not yet recaived a written requast withdrawing the amemdmant

&0 the petition coucerning use of ths color additive in polyprepylems’

sutures. You had stated during our conference om July 9, 1973, that yeowr firm
was not currently interested in that use of the color d requested -
vithdraval of the amendment. We would suggest that a written request
withdrawing the amendment be submitted.

Sincerely yours,

Gerad McCowin

Assistant to the Director
Division of Food and Color
Addictives, B¥-334

cc: BF-334 BF-330 BF-300 BF-144 BF-152 CC-1

;7/18/73
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July 31, 1973

Mr. Gordon R. Personeus
Amsrican Cyansaid Co.

Pearl River, New York 10963 /\
Dear Mr. Personeus: / 1,/ .

Bs: Color Additive Peur.:lap Ro. 12

This is to secknowledgs receipt of youxr latt
withdrawing the March 20, 1969,

of July 24, 1973
o ths subjeat petition.

We ars in the progess of finalising actiom on CAP 12 Dy permsnently
listing chromium-cobalt-aluminum omdde for use in polysthylane. -
sutures. Awnofmdrutofmordnmmtmmmurﬁ.
1973. Ve would appreciate sny commsnts you uay hawve mrnig the -
draft order. o

Sincerely yours,

Gerad icCowin

Assistant to the Dirsctor
Division of Food and Color
Additives, BF-334

cc: BF-334 BF-330 BF-300 BP-438 BF-152 cCC-1

sexh17/31/73
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May 11, 1974

M. Goxdon R. Personsus, Direater
Tesbniszal Services Brasch

Americsa Cysnsmid Company ——
Pearl Rivar, Hew York 10943

Re: Color Additive Petit ¥o. 12
Desr My. Pevrsoneus:
This is in referemas to your lstter of April 10, 1974, somserning the

anslytisal methodology to U used in determining the amswnt of epla® ..iy
.a%:‘" -

additive preassnt 1a the finished sweures. L B 4

We weuld have no objectios to tha uese of the msthod deseribed in yvuv
latter as a screening procedura. However, we would cautiom that each
bateh of the sutures would be expected, and, im fact, requived by the
regulation, to eomply with the liwmitations em the smoumt of coler
additive present ia ths sutures if the necessary analyses wers wade
for their pressmes.

Sincerely yours,

Gewad L. hfwh
Assistant th the Direator

Division of Yood and
Colex Additives, HFV-3M
ce: HFF-334 HFF-330 HFF-300 HFY-436 HFF-152 HFC-1

GLMcCowin:wmb 5=21-74
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~nd thiz part require that the rates of

coonent fxed for a particular mace-
ao i rear o nadl be applicable to all as-

ssable walnuts from tie bezinning of
4.0 vear; and (2) the 1974-75 market-
in7T year began August 1, 1974, and the
rates of assessment herelnafter fixed
will automatically apply to all such ns-
sessable walnuts beginning with that
date.

The expenses and assessment rales
areas follows:

§ 281326 Expenses of the Waulnut Mar.
keting lioard and rates of assewnient
tor the 1Y74=73 marheting year.

(a) Erpenscs. Expenses in the amount
cof 5200000 are reasonable and likely to
be incurred by the Walnut Marketing
Doard during the marketing year be-
zinning Auzust 1, 1974, for its mainte-
nance and functioning, and far such pur-
poses as the Secretary may, pursuant to
the nrovisions of this part, determine to
Le appropriate.

e Jeates of assessment. The rates of
-:'~1ent for said marketing vear, pay-
eacn handler in accordance with
¢ 3u443. arve fixed at 0.125 cent per
pound for merchantable inshell walnuts
and 0.30 cent per pound for merchant-
anis shelled walnuts.
{Secs. 1-18, 48 Stat, 37,
U.3.C. 601-674)

Dated: Qctoher 24, 1374,
CHARLES R. BRADER,

as amended; 7

Deputy  Director, Fruit and
Vegeteble Division.

12T Pram 74 AGGIA ilad 104 AN F4.00 48 Avat

Title 21—7Food and Drugs
CLinFTIR |=-FOOD AND DRUG ADMINIS.
TRATION, DIPARTINENT OF HEALTH,
EQUCATICN, AMD WELFARE
SUJICHAPTER A—GENERAL
PART 5—COLOR ADDITIVES

Chromium-Cobalt-Alumirum Oxide
Firmert: Contirmation o Effective Date
A order was punlished in the Froenal
LooosTra ol Aucust 71074 39 FR 2842Dy,
£ onromiume-cobait-aluminum oxide
oo sole w2 in coloring sutures
T 26010 wnd celeting s from the
ot cioeolor additives in § 8.501(0),
Pursunont to provisions of the Federal
Tood DeuT, and Cosmetic Act (see. 708
vy, ey, and «dy, T4 Stat, 399-403; 21
U.8.C. 376 (h), (©), and (d)) and under
authority delegated to the Commissioner
of Food and Drugs (21 CFR 2.120), notice
is gziven that no cbjections or requests for
hearing were filed in response to the sub-
ject order. Accordingly, the amendments
promulgatcd thereby will become elTec-
tive October 7, 1974.

Dated: October 22, 1974.

Sam D. FINg,
Associate Commissioner
for Compliance.

|FR Doce.T4+-25158 Fllcd 10-20~74;8:45 am]

T

FEDERAL REGISTER, VOL 19, NO. 210-—WEDNESDAY, OCTOBER 30. 1974

RULES AND REGULATIONS

PAIT #—COLOR ADDITIVES

FDAC iicd No. 40; Confirmation of
Eflective Date

An order s nabilshed Inothe Frocioan
Riratstra of Aucu-t 6, 1974 (23 PP #8270,
Listtne 'DAC Red No. 46 as o safe color
wdditive for use m dentifnees willh are
cosmetics subject to certification 121 CFR
B. 7201,

Pursnant to provisions of the Fedeiul
Food, Dvur, and Cosmctic Act ¢scr. 708
iy, rer, and rdy, T St 200-403; 21
USC. 37C +hy, ey, and dy and under
atithonty delerated to the Comimi:<iever
of Yood audDrags (21 CFE 21200, notice
iz yrven ihae no ohjections or requests for
hearing were filed in respansze to the sub-
ject order. Accordingly, the amendment
promnulgated titercby will become elfrc-
tive Qctoher 7, 1974,

Dated: October 22, 1974,

Sam D. FINE,
Associate Commissioner
for Compliance.

| FR Doc.74-25155 Piled 10-29-74;8:45 ani|

SUGCHAPTER B—FOOD AND FOOD PROOUCTS

PART 19—CHEESES, PROCESSED
CHEESES, CHEESE FOQDS, CHEESE
SPREADS, AND RELATED FOOOS

Label Requirements for Cottage Cheese
Products

In a notice published in the FroERAL
Rrtcorster of June 3, 1371 129 FR 195012,
the Commissioner propesed that Port 19
be .J.men\h,d hy de‘etmg me undesmnted
[T .n':: ern

am - e
'

- e = eraass -

1n o"5u=u KN .mcl 19 530!e)f-l\)

The purpose of the proposal was to
reimove an inconsistensy which exiiis be-
tween ke standards for cottage chizese
dry curd and cottage checse¢ under
$3 19525 and 19530 and tiwe reoulve-
ments of § 1.3d Food labeling: birorniit-
tion panc!, published in the Yz-ers

e

sl Il

RecisTer of March 14, 1973 (38 FR 40500,
in$§%¥19.825¢) and
to the Part

Since tiiere is already
1953082 a cross-refeyence
1 requirements, diedetion of the unde
nated parncraph imnmediate’y followitig
these purazcaphs as proposod wil rems .
the ingonsistency.

No comments were received which te-
sponded to the issue raised iy lhe
proposal,

The only comument received. which wos
from a trade asseciation, reconimetiuca
that the term “dried milk” as used in
§1953300e) (1) be revised to read "dryv
wlhiole milk” to avoid confusion and to
reaffirm the disilnetion between “dry
whole milk” and “nonfat dey milk.”

The subject ralsed by the one commen
was not in response to the preposal; o=
ever it wiil ve considored In response o
the proposed revisien of § 110 Food;
taieling; desionation of inoredicafs pub-
lished in the Feretai REcsTER of
June 14, 1974 (39 FR 20888).

In the abscnce of any sdverse coin-
ments to the proposal and because the

e

/3.

-

nforementioned  undestenated  nara.
vrapis are not consistent in every ree
coect with the renuircieonts of i1 .8diey,
tie Commissioner concludes that the
poragraphs should be deleted.

Therelore, pursuant to provisions of
the Fedoral Food, Druz, and Cosmetic
Act faecs. 401, T01, 52 Stat. 1046, 1053-
1056, »s amenaed by 70 Stat, 919 ard 72
Srat. 948; 21 U.S.C. 341, 37D anrl under
authority delezated to the Comunissioner
21 CI'l 2120y It is ordered, That
$114.525e) and 19.530(e) be revised ta
roadd as feliows:

£49.523  Cottaze chicrse dey curd: iden.

tity: Libel statement of opiional in.
aredienta.
L] - - L] »

fer The common or usual aname of
cach of the ingredients usrd in the food
stiall be deelared on the laoel as required
oy tie apnlicabie sections of Pavt 1 of
tiils ehapler, excent thot:

11y Concentrated skiny malx,
dry muk. and reconstituted sxim milg
prepated by addition of water io con-
centrated skim milk or nenrat dry milk
may be declared as “si:ing milk.”

¢2r Bacterial cullures may be de-
ciarad by tie word cultured” foliowed
by the nam <f rhie subsirate, e.g., "made
from cuitur ¢ srim milk.”

3y AMilk-:etting enzymes may be de-
clared by th: word “enzymes.”
§ 19.330  Custace cheese: identity s lobel

stalement of oplionual wngredicnts,

- * L ] - .
ie) The common cr u-u'!l namre cf each

~F 4l A~ feed i

uenfat

[ [N

. R

L LN .l.n\a.

the anplicable sections of P::lrr 1 of tms
ch:opter, excent that:

1 Concentrated milk. dried milk, and
rogonstituted miitk prepared by adai-
ilon of water to concentrated milk or
dried milk may he declored as "mulie”

') Cenecentrated skim milk, nonfat
dry nilk, and reeownsiituted sitim milk
prepored by addition of water ta con-
conrvatad sRin millk or wonfac dry nilk
e e doclired as ekim mdlk”

3 Dacterial cuitures may bhe de-
Conred v othe vord cultured” loilowed
by ihe umme of the sudstrate, ¢g.,
R rom 'L. tured siim milil”

P HPT enzyines may be de-
cred by tm word eunzymes.'

2t be sdvercely af-
Loovdor miny at any
Nog 29, 1974, file
s (O E"'~' Eucd and Dwig
o, R 4030 53500 TMishos
. MD 2083‘.!. writien ob-
. t'w' Ob,cetions =hall show
oyotae ]e: son fling well be ad-
TN e f‘ siond by the oo dov, jpecily with
partwultyy v the provisions of the order
Geealcld  objectionuble, ana s.ate the
prosniis for the objection.. If » heating
is requested, the objections shail state the
issues for thie henving, shail be suuported
by grownds frctudly and legolly sulli-
clent to lustify the relief souesht, and
shall include w detalled description and

fL- lanot e ._-_..:....1 ol
<3 -

s person hin
eoted .'J‘ ot
Lilne oh or befo

o
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(PR Doc.74-17952 Plied EaTacs a8 m}' i

—— < s et
R e .-.--‘ - _"4.;.- _'r“ .:..,,! - -;-.-‘ - -
_ RULES AND REGULATIONS - . = .

§8.501 fAmended]: = w i —~> .7, (8) If the suture Is & new drug, an

Fi1 1 yss01n by delaunc “Chro.. ., APProved new drug application, pursuant

g h to section 505 of the Pederal Food, Drug,
ggggg‘;ﬁ&ﬁm oxide’ trom the * and Cosmetic Act, Is in effect for It, —

Y St o ew s (5 ki, T ot S e
S0 SUBPATt P o 3 2r T AGRM s SOAIEYe hall conform Toulre

., .-,. e . e TR
§ 3-6010 Chmmlqm‘_c?wt- alummul: 7 te) Ezemption lrom m‘mm Cér-
..,.,‘.t?,n o g b L Aification of this color additive ls not
‘(;‘J Idendity. Tﬁc n.ddmu chro- necessary for the protection of the pub- *
mmm-cobllt-llllminum oﬂdp is ' blus= Tlic health, and batches thereol are ex- ..

d o4

" CHAPTER 1—FOOD AND DRUG ADMJNI& bhonate, and aluminum oxide. It may con-, - -

" green pigment_obtainéd by _calcining & ~empt from the certification requiréments -
Title 21—Food and Drugl mixture of chromium oxide, cobalt car-_of .section 706(0)_of the tc:.‘g s gy

who will b. adversely af- .

'Any pérson
TRATION, DEPARTMENT OF HEALTH, tain small amounts (less than 1 percent ™ focted by the foregoing order may st any -

EDUCATION. AND WELFARE, "

The Commlssloner of Food and Drugs, =~  cent.

each) of oxides ot'b-rium.,}:oron- !iﬂ% ‘time on or before September 6, 1974,

file, with the Hearing Clerk, Food and

.-~ S A
SUBCHAPTER A—GEMERAL .- and nickel.
) Specmcatiom Chromium-eobdt- Drug Administration, Rm. 4-85, 5600

PART_$—COLOR ADDITIVES .y nyriinoride shall conform to the “Pishers Lane, Rockville, MD 20852 writ-

Chromium-Cobdt -Alumioum Oxido . .fonowinsSpecincatlons. s s’ ten -object.lons thereto. Objections shall

Pigment .~ .- * ¢~ < " CHromium, calculated ..'c.-.o, s-l.-a'r por- show wherein the person flling will be
" adversely affected by the order, specify

ving evaluasted the data in & petition Cobalt, calculated & uCoO MW‘- with particularity the provisions of the
l:ap 12) filed by Davis and Geck, Divi- le nm, culeuiated m-0-- 238 P"- ‘order deemed objectionable, and state
slon of American c.nmmid-co.. Dln--—w (aa “)' Dot m m ” p“ n_ the grounds for the cbjections. If a hear-

bury. . .
" material, finds that-cbromium-cobalte Ty rieric (ag Asy, m,t more m , pt-ﬂ- per “state the issues for the hearing, shall be

aluminum oxide pigment is safe under ' mpiion. -

CT 06813, and “other relevant "0, i0 .77 -

‘ing is requested, the dbjections shafl

. _supported by grounds factually and le-

" the conditions prescribed in this Order *Total oxides &f alumicus. chromiiim, .u “gally sufficlent to justify the relief
for use in coloring Ymear. megylem cobalt not leaw than §7 percest. .- -~ - soung and shnu‘;nnlu;l‘e t;’ "f"ﬂ;‘.‘.’; de- -
surgical sutures, U.BP., for use mcmbedmedm “scription and anslysis aC n-
eral sargery and that certification 1s not’ ttf:dﬂ‘:udomumw Sofling 10 grams’ formation intended to be presented in

* the Fedsrat Food, Drug, and CosmeBe

* ' —necessary Yor the protection of the pub— * of the chromium-cobalt-alumiqum oxids. ‘support of the. objections in the eveni

lic health.  ~ T . roruuunuminsommmundosﬂ ‘that’s learing. is held Objections may

~Chromium l'lt-alumlnu!n Oﬂde 1a hydrochloric ‘cld-...-

be accompanied by a memorandwn or

currently provisionally listed in §8.501 o) Uses and ) The Golor  -Brief in support thereof. Siit chples of all
@ (21 CFR 3.50L(0) Tor use in poly- Mdﬁilvemm;ﬂ,’m‘“&“m“ e, ‘documents shall be filed. Received ob- .
ethylene surgical sutures only. There are " “y4. 0 .o be safely used for coloring linear Jections may be seen in the abyve office
_ mo other color additive-petitions or prog- - polyethylene surgical sutures, USP, for _durlng working houn. Mondn th.rough
~ Tess reports, aa required- by the colof .0y general surgery, subject to the fol-
additive regulations (21.CFR Part 8), for -y o0 o esiretionss F e a3, - Eﬂccm:e date. Thia order shnn beoome
the use of chromium-cobalt- l.luminum .+ - (1) -For coloring .prooeduro. the color.b effective October 7, 1974, except as to any
" oxide it drugs. Aceordingly, chromium-"5qditive is tlended With the polyethylene’~ Provisions that may be stayed by the
co‘bl.lt-

f

aluminum oxide is being delel;ed resin The-mixture is heated to & tem- Mling of proper objections. Notice of the

pr, ety W X il through a fixed orifice. The fllaments i are .. ..Announced b{ DUbﬂﬁﬂf}E !n the Pxo-
umordm. "Wﬁ‘“ rovixions ‘og cooied, orlented by drawing, and set by ZERAL FycsTRR. ;. | ﬂﬁ'{f)i)b;r‘z.:: 3

annealing.ool: 16 1955 oot nacizi g o8 Y2 G (B T08 () .4(a), -mm).nam 309-408;
.. {2) The quantity of the color additive . 71 U8.C 376; [b), (), and (¢)) snd the

Act {sec, 708 (b), (¢), and (di 74 Stat. does not exceed 2 percent by weignt of . tranaitional provistons sccompanying the

199-403; 21 U.S.C. 376 (h), (c) and (d)) " thesuturs material. .

“"Color *Additive Amendments of 1980 {Ses.

z=d the transitional provisions accom- . _(3) The dyed suture shall Conform tn 303,74 Stat. 4045407, 21 USC. 876 . {note)}
panying the Color Additive Amendmenta 51 respects to' the requirements of the . Dated: July 31, BT TR

of 1960 .(sec. 203, 74 Stat. M? 21
"US.C. 376 note) and under authority tne purpose specified in their labeling,

UBP . 0 e A , : T
) = g e .,-; : SauD. Froex, " -
L)) When' the sutures are used for i 7+ Associate Commissi

delegated to the Commissioner (31 CFR  there is no migration of the color addi- . . S~ . Jor Compliance,
2.120),Part 8 ts a.mended urouowr : tivg to the surrou.nd.‘lnt tlssue. PSRRI & Doc.74-17962 Hl'd B-6-74:4:45 amj

T ol T
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FEDERAL REGISTER
OCTOBER 30, 1974

Page-38222

L3 B

-

PN

RULES AND REGULATIONS

Title 21—Food and Drugs ¥

CHAPTER 1—FQOD AND DRUG ADMINIS.
TRATION, DEPARTMENT OF HEALTH.
EDUCATION, AND WELFARE -

SUBCHAFTER A—~GENERAL

-
z
*

’ Chromium-Cobalt-Alismlnum Oxide
Pigment; Confirmation of Effective Date ¢

An order was published in the Ftum
RecisTer of August 7, 1974 (38 FR 284217.
listing chromium-cobalt-aluminum oxide’

pilgment for safe use in coloring suiures.
(21 CFR 8.6010) and deleting it from the.

list of color additives in § 8.501(1),

Pursuant to provisions of the Federal’

Food, Drug, and Cosmetic Act (sec. 708.
(b, fc). and (d), 74 Stat. 399-403; 21

U.8.C. 378 (B, (c), and (d)) and under
authority delegated to the Commissioner
of Pood and Drugs (21 CFR 2.120), notice
is given that no objections or requests for
hearing were filed in response to the sub-
ject order. Accordingly, the amendments.
promulgated thereby will become effec~
tive October 7, 1974, .

Dated: October 22, 1874.

Sam D. Fing,
Associate Commissioner
for Compliance.

[FR Doc.74-26158 Filed 10-29-74;5:45 am)
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Mr. Gerad McCowin April 10, 1974

*é: Color Additive Petition No, 12

We are requesting at this time that you allow ua to utlllize
the ash value as an alternative test procedure for determining
satisfactory plgment content of the polyethylene sutures, when
such value is found not to exceed 2.0%, If this be agreeable
to you, the attached quality control specificatlon TP-SM-39
could be incorporated as an addendum to Subpart C page 8 of
our CAP 12 submission, The complete assay procedures as
written would remain in effect for any samples which might
yleld an ash value exceeding the 2,0% maximum,

We would appreciate receiving your written approval of this
procedure 30 that it can be made a part of our fille on C.A.P. 12,
If there are any questlons regarding this matter, do not hesitate
to contact me,

Sincerely yours,

- 2
Gordon R, Personeus, Director

Technical Services Branch

GRP:rl Office of Government Controls
Attachment

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V.
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- - DAVIS & GECK

: CYANAMZD :
AMERICAN CraNAaMID COMPANY
OANBURY, Counscricu?

r TESTING PROCEDURES

MNCT POLETACLEINE, AVLE ECIFICATION wasaanls)
L TNRAR, (o MENT CONIENT

3% ASAING
= L -—r— TP-5M-139
veador (+)

ALL

ACHABING umIT

ONOEREN 8V DIVISIh OOt
3995

1S8UE BATR
3/:1/74

REVISED APPROVED

TITLE:

-

FRINCIFIF:

AFPARATIS:

FROCEDIRE : i,

CA L L ATION:

DETERMINATION GF FiGMENT CONTENT IN E'1°F LINEAR

POL:ETHYLENE 5. 17 ""RE

The pigrent content i3 determined by ashiag blue
:9) yethylene suture at 500° C, Tne ash {s the
pligment eontent,

Flatinum dish

Furnace, controliable at temperatures up to 500° C or
abowe.

Desiccator contaiaming Silica gel desiccant,

Waign 2 - 5g plue poiyetnyiene suture {weight A},
Tlace polyeti-iene suture in a weighed, dried and
equiitbrated (1o »oom temperature) platinum dish
ceeighe By,

Flace dish wita svtire ia a furnace at 200° C, Gradually
imcrease tae Lemperature and ignite at 500° C for a
winimom of one Rkour. Contirise until ash residue i»

b..e and a.l tne carocom is gone,

cet pratiesme dism with ash equiliorate to room tempera-
tire over si.lca gei before wveigniag [weignt ¢).

% Pigment content = C_= A oo
A

Weight of po..-ethyiexe in g.
- Weignt of puatinm 2isk in g,
welget of platizum dish and ash in g

(e AT 4
i

Apsroved Ty 4 m

=~ A, Feldbin, Chief
& ) e ’
Prepared oy ,/éﬁgizéz22&4i; Cnemical Control lLeboratory

«“3/r .0

X, Bauks

Approved ©y__

Gua tty Control Department

IPR2024-00493
Honeywell International Inc. v. DSM IP Assets, B.V
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DAVIS and GECK .. American Cyanamid Company Pearl River New York 10965 Telephone 914 735-4879

April 10, 1974

Mr. Gerad McCowin

Assistant to the Director

Division of Food and Color Additives,
BF-334

Food and Drug Administration

200 C Street, Room 5327

washington, D.C. 20204

re: Color Addlitlve Petition No.1l
Dear Mr. McCowln:

On February 27, 1974, we submitted to you ocur comments on the
draft order for the above-referenced coclor additive petition
submitted by our Davis and Geck on January 31, 1964, At this
time we wish to bring to your attention a technical matter
contained within our original petition which relates specifi-
cally to the determination of the color content 1n the suture
but which has no direct bearing on the specifications as pro-
posed in the draft order.

Essentlially the methodology for the plgment determination con-
tained therein stipulates that the suture sample be ignited to
complete ash, followed by individual detalled analysls for
determination of chromium cobalt and aluminum content. The
sum total of these oxides representing dye content cannot ex-
ceed 2,0%,

Our experlience to date has shown that the total ash content of
our suture product invariably falls in the range of 0.6 - 0.7%
which 18 well below the maximum allowable value, When the assay
value obtained 1s in thls range, 1t becomes redundant to proceed
with the costly and time-consuming procedures to perform the
three individual assays. This would also result in considerable
savings of valuable suture material since the complete analysis
requires 143 grams of suture material versus the need to use
only 2-5 grams for the ash test. Also, release time for the
sutures can be reduced from one month to one week by not having
to perform the unnecessary testing.

CC ¢ HFF" 16-;'3' ”'/36 ' IPR2024-00493
4//3/7/ Honeywell Internauonglslr'\l/lc.E\;.. ggll\zvlllzaA;s%tzs,ol?g/i
T ETANAMID
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Pqg. 2 .

existing specification 1limits expanded on three items;

1Y Co as CoO
Al as A1203

3) Extracted Phb,

The proposed specification would read as follows:

_ﬁ

Co as Co0 29 - 34y &
€r as Cr203 3y - 37~ g

- -y
Al as Al;03 29 - 359
Ba as Ba0 ’ <:1% S
B as By03 1
Ni as NiO <:1% B
Si as S5i0y <:1% Lo
Extracted Pb <:30 ppm - . ¢ tas
Extracted As 41 3 ppm o A

Please advise if the proposed change is acceptable.

S .' /_,_
| Y L
JB/mh John Brokate

i

IPR2024-00493
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LOCATION:.

SLBJECT:

REFERENCE

LT EYANAMID D

-_—

_Quality Control 2/2 /74
VEFICKE DATE
Mr. G. Personeus - PR
COPY TO: Mr, P. Cummings
Mr. A, Feldbin
Dr. J. McPherson
Analysis of Polyethylene Pigment Mr. J. Riley
Mr. D. Sullivan
C. Schaffer

. Mr.

For a period of time we have had problems purchasing pigment for our
polyethylene sutures that would meet the pigment specifications as
outlined in Color Additive Petition No. 12,

It is my understanding that recently the F.D.A, has been anxious to
publish these specifications in the Federal Register. This department
has requested a delay in the publication of any specifications until

we had assurance these specifications could be met. It now appears that
the specifications will have to be amended,

Listed below are the CAP-12 specifications, the analysis of a batch of
pigment we are purchasing, and the amalysis of two pigment batches

that were used in the extrusion of polyethylene for the last five years.
it should be noted that there has been no analysis done on pigment in
the past; it was only the possible Federal Register publication of
specifications that brought these requirements to our attention,

CAP=12 Proposed S Year Production Lots
Specification Purchase Lot 04-022-80 Lot 09-136-50

Co as Co0 30 - 33% 30.5% 30.7% 29.1%
Cr ' Cr203 34 - 37% 35.8% 36.7% 35.3%
Al ' Al203 28 - 3% 32, 7% 3. 7% 34,8%
Ba '* Bal L1y, <0.001 % /.0.001% {0.001%
8 ' B203 <{1% 0.12% 0.11% 0.22%
Ni "' NiO (% 0.27% 0.21% 0.2
Si " Si02 L% 0. 04% 0.02% 0,02%
Extracted Pb <i10 ppm 16 ppm 25 ppm 26 ppm

Extracted As (3 ppm 2 ppm 2 ppm 2 ppm

The quantity of pigment we are about to purchase is 150 lbs. which should
satisfy our requirements for & minimum of 15 years., Both Research and
Development Dept. and the Quality Control Dept. would like to have the
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Mr. Gerad L. McCowin February 27, 1974

We regret very much the delay in getting this information to
you. However, considerable effort in additional processing
and analytical work was 1lnvolved in this project prior to our
being able to finallze our recommendations.

We look forward to your favorable reply regarding this pro-
posal.

Sincerely yours,

Gordon R. Personeus, Director

Technlcal Services Branch
GEP:rl Office of Government Controls
Attachment
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DAVIS and GECK . . American Cyanamid Company Pearl River New York 10965 Telephone 914 735-4879

February 27, 1974

Mr. Gerad L. McCowln
Assistant to the Director
Division of Food and Color
Additives, HFF-334
200 C Street - Room 5327
Washington, D.C. 20204

re CAP No. 12 Color Additive
Petition
Davis & Geck, Amerlcan Cyanamid C

Dear Mr. McCowin:

On July 18, 1973 you kindly forwarded us a copy of the draft
order on the chromium-cobalt-aluminum oxlde pigment for use
in polyethylene sutures asking for comments. Subsequent to
that, on October 31 you telephoned thils office to indicate
you were awalting our comments which we had hoped to complete
in December 1973.

Attached herewith are detailled analytical studies and comments

by the manager of Quality Control at Davlis and Geck indicating
that the few batches of pigment used 1n the past and a large
batch to be purchased for the intended use, vary slightly 1n
several of the proposed specifications in the draft. This is

in spite of the fact that a slgnificant effort was made by

the Ferro Company 1n cooperation with Davls and Geck, to further
reduce extractables by several rework washing procedures. As

Mr. Brokate polnts out, historically thils plgment production

by Ferro Company, our only source for the color, has been
consistent within limits reasonably close to those set forth in
the draft. 1In view of this, since no other source of the plgment
is avallable, we are requesting that the Administration faveorably
consider the minor revisions proposed by Davls and Geck for
incorporation into the listing prior to final publication.

BRI
Lo,
\\(, 9 IPR2024-00493
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DAVIS and GECK .. Amaerican Cyanamid Company Pearl River New York 10965 Telephone 914 735-4879

July 24, 1973

Mr. Gerad L. McCowin

Assistant to the Director
Division of Petitions Processing
200 C Street (Room 5327)
Washington, D, C.

Re Color Additive Petition No. 12
Dear Mr McCowin:

On March 20, 1969, this office filed a letter with the Food
and Drug Admlnistration on our Color Additives Petition No, 12,
requesting that the limitation in this petition be amended to
provide for polypropylene as well as linear polyethylene, In
confirmation of my verbal request on July 9, 1973, we hereby
formally request that said amendment be withdrawn predicated

on the fact that we anticlipate utilizing this color for poly-
ethylene only at this time.

If at a future date we desired to utillize this color for poly-

propylene sutures, a new Application to amend the final order
when approved would be filled.

Sincerely yours,

Gordon R. Personm

Technlical Services Branch
GRP:rl Office of Government Controls

CC BF W% S5
BF 1%«

A3 WA
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NAVIS and GECK . . Amaerican Cyanamid Company Pearl River New York 10965 Telephone 914 735-4879

July 11, 1973

Mr. Gerad L. McCowin

Assistant to the Director

Division of Petitions Processing

200 C Street - Room 5327

washington, D. C.
Re C.A.P. No. 12
Amerlican Cyanamid Company

Dear Mr. McCowln:

This is to confirm our conversation of July 9, 1973 in your
office, during which we also discussed the status of Color
Additive Petition No. 12, which you had mentioned was nearing
completion for publication., I have been asked to lnform you
that you may proceed with publication of this petition on the
basia that we at this time intend to utlilize thils color for
polyethylene sutures only. Therefore, you may disregard our
request to use the dye 1n polypropylene sutures,

If at some later date our interest were renewed for 1ts use in

polypropylene, it 1s my understanding we would be required to file
an amendment to the order.

We appreclate your clarification in this matter.

Sincerely yours,

. /174- —C‘MW
Gordon R. Personeus, Director

Technlical Servicesa Branch
GRP:rl Office of Government Controls

(ClBF-15
BF-4+3%

1is)73 »
)
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INTEROFFICE CORRESPONDENCE

Toxicology
Research Section July 22, 1969
OFFICE BLOG/TUBE L ¥ OATE
TO:
ATT'N. OF: COPY TO:

suBJEcT: Proposed Protocol for Subchronice Toxielity
Studies of Pigmented Polypropylene Sutures

REFERENCE: Letter to Mr. Rooney from Mr. David J. Miller,
Food and Drug Administration, April 28, 1969

It is proposed that the following studies be carried out in order to
satisfy Mr. Miller's request for "some short-term (possibly 6-8 weeks)
‘eross-over' toxicity studies to assess irritation or acute localized
response” with polypropylene sutures:

Three groups of rats (12 rats each group) with 3 treatments.

It is proposed that these sutures will be implanted subcutaneously
on the ventral surface. One and a half or two inches of suture
material will be implanted in two sites each rat.

The treatments will be as follows:
A. Polypropylene Suture, Pigmented
B. Polypropylene Suture, Not Pigmented
C. Polyethylene Suture, Boxed Stock
The polypropylene and polyethylene sutures will be Size 3/0.

The three groups of rats will receive treatment as follows:

Treatment ‘ Sacrifice
(2 implantation sites)
Group 1 A L
A and ¢ rats each
(12 z'a.ts) group (8
implagtation
sites) will
"E'E'Z“f.ﬁ) A and B . be sacrificed
at the end of
1 week, b4 weeks,
Group III . and 8 weeks.
(12 rats) B and C

The rats will be examined periodically for clinical signs of
irritation or localized responge. At the time of sacrifice,

implant sites will be examined grossly and then excised for micro-
scopic examination.

In addition, at the time of sacrifice the internal orgens of the

rats will be examined for any possible gross morphologic

abnormalities. IPR2024-00493
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@3¢
Davis & GECK 'JZ’;E:

T VANAMID M

AMERICAN CYANAMID COMPANY
PELARL RIVER NEW YORK 10088 TEL: 0'4 735-3000

July 29, 1969

Mr, David J. Millex
Acting Assistant Director
Division of Colors and Cosmetlces
Bureau of Scilence
Department of Health, Education

and Welfare
Public Health Service
Washington, D, C. 20204

C.A.P. #12

Dear Mr. Miller:

As agreed in our telephone conversation of July 24, we submit for your
consideration a proposed protocol for a short~term toxicity study in
rats to assess irritation or acute localized response to polypropylene
sutures colored with chromium-cobalt-aluminum oxide. We appreciate
your offer to comment on the adequacy of the protocol to satisfy your
April 28, 1969 request for animal toxicology to support the listing
of the color addiftive for use in polypropylene sutures.

We await your opinion.

Sincerely yours,

Wi JC Aeger™

Doris R. Seeger, PhD
Assistant Director

Medical Controls Branch
Office of Government Controls

DRS :ce

Enclosure
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via .
Davis & GEeEcCk QML

S EVANAMIB >
AMERICAN CYANAMID COMPANY CYVD

PLARL, RIVER, NEW YORNK 10983 TEL: 014 T73IB-8000

March 20, 1969

Mr., William B. Link :

Division of Colors and Cosmetics

Bureau of Science

Department of Health, Education
and Welfare

Public Health Service

Washington, D. C. 20204

C. A. P, #12
Dear Mr. Link:

Our Color Additives Petition #12 provides for the use of
chromium, cobalt, aluminum oxide for coloring linear poly-
ethylene sutures. We would propose amending this Application
to allow for the coloring of polypropylene sutures in addition
to polyethylene sutures. The polypropylene utilized is
Moplene, Type FOUO. This is a food-grade, general purpose

polyethylene supplied by the Novamont Corporation of New York
City.

The information contained in this Color Additives Petition,

as pertains to polyethylene in regards methods of manufacture,
test methods, limits, etc., is equally applicable to poly-
propylene in that these two items are similar in composition
and serve the same purpose when utilized as sutures.

We would therefore request that the limitation in this
Petltion be amended to provide for polypropylene as well as
linear polyethylene sutures.

Very truly yours,

rer ey

. Kevin Rooney, Director
Technical Services Branch
Office of Government Controls

JKR:amt
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