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Walter A. Mason, Ph.D.
October 27, 2003 VICE PRESIDENT

QUALITY AND REGULATORY

U.S. Public Health Service

Food and Drug Administration

Dockets Management Branch (HFA-305)
Room 1061

5630 Fishers Lane

Rockville, Maryland 20855

Reference: Docket No. 03D-0165
Current Good Manufacturing Practices for Medical Gases Draft Guidance

Dear Sir or Madam:

Air Liquide America L.P. (ALA) incorporates, by reference, all Comments submitted by the
Compressed Gas Association (CGA). In addition, included in this letter are numerous Comments
to the referenced Guidance document. These Comments are organized into three (3) parts: Part I
addresses General Concepts; Part II describes what Air Liquide considers to be useful
Clarification; Part III discusses Specific Content of the Guidance. Where feasible, and for brevity,
I have consolidated remarks on Draft Guidance concepts that are similar. Links are provided for
Comments to the Draft Guidance line number(s), as published.

I. GENERAL CONCEPTS

ALA is impressed with the amount of time and effort that FDA expended in developing the
Guidance. The medical gas industry, Air Liquide included, views the Guidance as a document of
paramount importance. Therefore, ALA thoroughly reviewed the Guidance and appreciates the
opportunity to share with the FDA how the Guidance appears from ALA's perspective as a
member of the regulated community.

A As an initial matter, ALA is requesting clarification from the FDA regarding the reason that
Guidance does not address patient or product risk as a basis for FDA’s current thinking on the
topic of ¢cGMP guidance for medical gases. This discrepancy makes it appear that the
document was developed without consideration of the FDA's new risk-based approach as
outlined August 21, 2002 in FDA’s initiative Pharmaceutical cGMPs for the 21st Century: A
Risk-Based Approach. Air Liquide endorses the major goals of FDA’s risk-based initiative and
expects the Guidance to be based on, and develop from, the following initiatives.
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. The most up-to-date concepts of risk management and quality systems are
incorporated, while continuing to ensure product quality

. The latest scientific advances in pharmaceutical manufacturing and technology are
encouraged

° The submission review program and the inspection program operate in a coordinated
and synergistic manner
Regulation and manufacturing standards are applied consistently

) Innovation in the pharmaceutical manufacturing sector is encouraged in program
Management

. FDA resources are used most effectively and efficiently to address the most
significant health risks

Air Liquide America, as part of the Compressed Gas Association, has on several occasions,
presented a risk-based validation model for medical Oxygen that substantiates the low risk
associated with that validation process. ALA looks forward to clarification from FDA on how
the Guidance is linked to FDA’s risk-based initiative.

B Additionally, the Guidance states that in 1999, the Institute of Medicine (IOM) reported that
an estimated 7,000 deaths were attributed to medication errors in 1993. However, neither the
data on which IOM relied (NAICS 325412 and 325414) nor the Guidance states how many of
the 1993 medication errors were made in dispensing medical gases. This omission is
significant! When comparing the IOM estimate of 7000 deaths in 1993 to one “near miss”
involving medical gases, a reasonable person must conclude that the risk of injury due to
medical gases is very small.

We reviewed the NAICS data to try to determine the type of products involved in medication
mix-ups. The data clearly indicates the following: 1) either the incidence of medication errors
involving medical gas products was too low to be significant 2) the omission was an oversight,
or 3) that the risk from harm attributable to medical gases is so low that it is not statistically
meaningful.

Based upon these compelling data, Air Liquide America suggests that many of the concepts
and recommendations in the Guidance, as per the examples above, are unnecessarily
burdensome based on the risk posed.

C Air Liquide America is also concerned that the Draft Guidance expands the intended scope of
the current good manufacturing practice (cGMP) regulations beyond their meaning or
applicability to finished pharmaceuticals. By recommending or defining certain practices that
do not reflect a regulation or current industry practice, the Guidance provides both industry
and its field force with an interpretation that may result in confusing, unnecessary, redundant
or extraneous requirements for medical gas manufacturers. For example:
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1. Line: 113 to 114; Recommends that the QCU perform more than a testing function

Comment: 21 CFR 205, 210, 211 do not require that testing of product be a QCU function.
The Guidance, thus, seems to expand the scope of the regulations. Air Liquide America
requests that FDA remove this section, or that it be rewritten to more accurately representing
the intent of the regulations.

2. Line: 119 to 120; Identification of QCU individuals

Comment: Air Liquide proposes that the Guidance be amended to state,” All individuals who
are part of the QCU may be identified...” This provides flexibility in the method of
identification.

3. Line: 124 to 125, GMP training for OCU

Comment: The phrase “quality assurance training” in the Guidance is not a term common to
the industry. Also, the Guidance suggests that GMP training be given “on a continuing basis.”
This is clearly beyond the scope 0f 211.25.

4. Line: 234 to 237; Recommends that 21 CFR 205(50) security requirements apply to an
employee’s home.

Comment: Section 205(50) clearly applies to wholesale drug facilities, not an employee
residence. While we do agree that delivery trucks should be secured, the Guidance appears
to expand the scope of the regulations to an extent that personal privacy may be impinged.

5. Line: 259 to 260; Cleaning of medical equipment.

Comment: The Guidance indicates that equipment should be cleaned ““if exposed to a
contaminant.” Air Liquide believes that equipment used in the medical gas industry can
only be contaminated internally. Thus, the Guidance appears to be overly restrictive.

We propose the wording be amended to state, “ Equipment used in the manufacture of
medical gas (e.g., manifolds, pigtails, valve assemblies, hoses, and gauges) should be
cleaned by qualified individuals prior to initial use and if contaminated internally.”

6. Line: 300 to 304; Check valves
Comment: The Guidance links check valves directly to prevention of backflow of foreign

product or contaminants into supply systems. In addition, while Air Liquide agrees that
check valves may be used for this purpose, this is not their primary purpose.



cGMP Guide Comments
October 27, 2003
Page 4 of 11

Air Liquide recommends the Guidance state, “Medical gas manufacturers using check
valves may comply with 211.63 by ensuring the check valves prevent back flow, or that
they prevent over-pressure of the system, and they have been properly installed.”
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7. Line: 580 to 581; Overfilled cylinders

Comment: Although there may be a concern with liquefied compressed gases, the
Department of Transportation regulations require a pressure relief device. In addition, 21
CFR 211 does not address container safety. Therefore, this guidance is redundant and
expands the scope of the FDA regulations.

Air Liquide recommends this line be removed from Guidance.
8. Line: 739-741; Net contents

Comment: There is no regulation prohibiting the use of a tag or sticker on the container
that states the net quantity contents information.

9. Line: 792 to 797; Verify pressure in high-pressure cylinders at patients’ home

Comment: Equipment such as high-pressure cylinders, whether placed in homes,
hospitals, or in emergency vehicles do not normally have a method for identifying
continuous net contents or pressure. When filled, these cylinders are checked for leaks.
Thus, initial pressure is verified.

At-will entry into homes or domiciles goes above what the health care provider is entitled
to by virtue of its agreement with the patient and hence, monitoring is not feasible.
Additionally, the costs of performing such monitoring will be extraordinary. Air Liquide
proposes that this provision of the Guidance be deleted.

Finally, our final general Comments involve sections of the Guidance document that do not
provide any guidance, but appear to be anecdotes of medical gas mix-ups. The Attachment to
the Guidance, lines 1704 to 1796, is the most prominent of these.

Another example of this is in lines 683 to 685, which begins, “In light of recent deaths...”
Clearly, this type of statement is meant to express feeling rather than provide guidance. This
type of dialogue neither adds value, nor provides guidance.

Comment: ALA request that FDA review its draft Guidance document for other sections that
provide no guidance and that they be removed.

CLARIFICATION

The majority of the Guidance recommendations do not clearly specify whether they apply to
all, or only some, points in the chain of medical gas distribution.

Comment: ALA recommends that there be discreet, specific sections to clarify the
requirements in different contexts. This is particularly important to small businesses.
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B.

The context and scope of many recommendations are unclear. It is often not apparent whether
a given recommendation applies to all — or only some — points in the medical gas supply chain,
such as bulk production, distribution, transfilling operations, and home use.

Comment: To help clarify the scope of the recommendations’ applicability, ALA recommend
that the Guidance incorporate the terms, definitions, and technical consensus standards
developed and utilized by the industry and the Compressed Gases Association (CGA).

III. SPECIFIC CONTENT

The following comments are indexed to specific line numbers as they appear in the Draft cGMP
Guidance for Industry published May 15, 2003.

A. Line: 21; Footnote 2 defines the term manufacturer.

Comment: ALA agrees that persons who distribute medical gases that they fill, transfill,
cascade or transfer are manufacturers. Additionally, ALA believes that distributors of bulk-
liquid medical gases must be registered as manufacturers as this activity involves mixing.
However, the definition of manufacturer appears to include persons whose sole business is
distribution of medical gases, but who perform none of the other, above described activities.

With pharmaceuticals, biological products and medical devices there are companies registered
as distributors that just distribute products. In the medical gas industry, there are also
companies or divisions of companies whose sole business is product distribution. The
Guidance should make a distinction between these two types of companies. Air Liquide
suggests that the Guidance should more closely follow the definitions in 21 CFR 201.1(b) and
203.10(dd). In both of these sections, it is clear that while manufacturers may also be
distributors, there are distributors who are not manufacturers.

Air Liquide recommends that in order to clarify the distinction between a product manufacturer and a
person whose sole business is product distribution, footnote 2 should be modified to state, “For
purposes of this document, the term manufacturer includes fillers, transfillers, cascaders, and
transferors that distribute medical gases that they process, pack or label.”

Line 21 should then be amended to read, “...The recommendations should help manufacturers’, fillers,
and distributors’ comply with CGMP...” This adds footnote 3 defining distributor. Footnote 3 then
would state, “For purposes of this document, the term distributor includes manufacturers who sell,
deliver, or offer to deliver medical gases as their primary business, but do not manufacture medical
gases.”

These changes would provide clarity for both FDA field staff and for distributors and manufacturers.
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B. Line: 61 to 62; Finished product testing

Comment: The Guidance states that each time a medical gas is filled into another container,
finished product testing must be performed in accordance with 211.165(a). Finished dosage
form pharmaceutical products that are repackaged do not require finished product testing
before release. This guidance is inconsistent with industry standards for drugs.

This concept is also inconsistent with other examples in the guidance, such as that for liquid-
to-liquid filling of oxygen units filled at patients® home, lines 980 to 1003.

Air Liquide recommends that this guidance section be deleted.
C. Line: 103 to 105; QCU responsibility

Comment:  Air Liquide agrees that where a contract exists between parties whereby a
contractor company manufactures, processes or packages drugs for the contracting firm, the
contracting firm is responsible for releasing the product. However, additional guidance needs
to be developed to explain the responsibilities of a manufacturer who purchases finished, bulk
liquid medical gases from another manufacturer, and the original manufacturer.

In this case, it is clear that a manufacturer that purchases bulk medical gases and obtains a
certificate of analysis for the load, does not need to have its QC Unit release the product. This
release is the responsibility of the firm that manufactured the product.

These concepts are consistent with the Commissioner’s Comments in the March 28, 1979 final
rule for cGMPs for Drugs [Docket No. 75N-0339]. This is also in concert with current
medical gas industry practice, and with normal sales and distribution practices for the
pharmaceutical industry.

Air Liquide recommends that this clarification be incorporated into the Guidance.
D. Line: 119 to 122; Organization of QCU

Comment: Air Liquide agrees that the QCU must be a separate unit from those other units
engaged in sales, marketing, manufacturing and distribution. Further, this QCU responsibility
needs to be centralized. This is especially true in large organizations that have distributed
business units or profit centers. Having a centralized, independent QCU ensures that all
quality assurance and quality control functions, including consumer complaints, corrective
actions, product review and release, and adherence to procedures, are consistently focused for
management review.
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Also, Air Liquide recommends that the following text be added after line 122: “Persons
performing manufacturing, processing, or packaging operations, should not be assigned QCU
responsibilities for activities they directly perform or supervise.”

ALA also agrees that while small, independently owned companies may have individuals
performing both operations and quality functions, independence of the QCU function must be
stated in procedures. In the case of small companies, ALA recommends adding the following
to line 122, “Periodic, independent assessments of quality and manufacturing operations by
outside consultants should be performed in order to verify quality system program integrity.”

E. Line: 207 to 211; Creation of quarantine areas

Comment: The recommendation implies that industry would need to create six (6) quarantine
areas. This is not a requirement in pharmaceutical manufacturing. Air Liquide does agree that
quarantine areas or a quarantine process is needed for unapproved finished product,
unapproved containers and closures, and for rejected materials and products. However, the
process of on-line quarantine has been a proven, acceptable practice in the industry for
quarantine of finished product prior to QCU release.

Air Liquide supports the quarantine areas proposed in the Guidance.  However, ALA
recommend that the Guidance be amended by inserting the following at section IV, A, line
210, “High-pressure and cryogenic cylinders may be quarantined on the production line, as
long as their status is readily identified.”

F. Line: 213 to 220; Segregation of medical from industrial gases on delivery vehicles

Comment: Accepted industry practices involve vehicle safety and Transportation Department
requirements, unique label identifiers, and specialized dispensing equipment for all gases,
including different medical gases. The recommendation to have well-defined, separate areas
for medical gases and industrial gases in delivery vehicles is burdensome and may be unsafe.
The loading of delivery vehicles is governed by the United States Department of
Transportation.

ALA understands the concern about preventing the delivery of an industrial gas to a medical
customer; however, this concern can be addressed through other mechanisms. Some that have
been proposed in the guidance to industry include cylinder color codes for medical gases and
360 labeling for VGL’s. There are other options available through bar codes with handheld
units and cylinder markers that would be more effective in preventing inadvertent delivery.

Another option not in the guidance would be to use labels for medical gases that are
distinctively different from industrial gases. This would also require coordination with the
DOT for label approval.

Air Liquide requests that the recommendation for physical separation be omitted from the
Guidance.
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G. Line: 216 to 217; 360-degree labeling

Comment: 360-degree labeling is not appropriate for permanently mounted cryogenic vessels.
Air Liquide recommends that the Guidance be amended to state, “ A 360-degree wrap-around
label may be used to identify gases in large, portable cryogenic vessels. Permanently mounted
vessels should be appropriately marked for their usage.”

H. Line: 224 to 226, Security

Comment: The Compressed Gas Association is currently working with the American
Chemical Council in the development of security guidelines for the industry. These include
Site Security Guidelines, Transportation Security Guidelines and Customer Qualified Security.
The areas used to manufacture bulk medical gases are reasonably secure.

I. Line: 379 to 380, Dedicated Equipment and Containers

Comment: The draft Guidance recommends that: “All high-pressure cylinders and cryogenic
containers used for medical gases be dedicated to medical use only.” However, it is normal
industry practice to use the same equipment for manufacturing multiple products.

Air Liquide believes that where product uniqueness is such that dedicated equipment is
needed, or where cleaning procedures cannot be adequately developed, then the Guidance
recommendation is appropriate. However, where product similarities exist, and adequate
cleaning procedures exist, dedicated equipment should not be an issue.

Air Liquide recommends that this section of the Guidance be modified to state that, “Adequate
cleaning procedures are acceptable in lieu of dedicated equipment and containers.”

J. Line: 587 to 588; Temperature and pressure readings

Comment: The Guidance recommends that temperature and pressure should be recorded
“before the filling is complete.” This line should be changed to, “Upon completion of the fill,
the temperature and pressure reading would be recorded on the batch production record.” This
would reflect industry practice, which is to wait until an activity is completed before filling out
records.

K. Line 597 to 598; Overfill of aluminum cylinders

Comment: The Guidance recommends that aluminum cylinders not be overfilled. Air Liquide
proposes this be amended to state, “ No overfill allowance is made for aluminum cylinders.
Aluminum cylinders must not be stamped with a plus.”
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Line: 625 to 638; Calculation of yield

Comment: On November 22, 1994, CGA filed a Citizen’s Petition, 94P-0426/CP1
(Attachment A), requesting an exemption from 21 CFR 211.103 and 21 CFR 211.184 (¢). In
1995, the FDA responded to this Petition and appeared to agree with CGA’s position in its
internal memorandum on Calculation of Yield, dated May 11, 1995 (Attachment B) and in its
posting to the current CDER website under Human Drug Notes, dated June 1997 (Attachment
O).

Air Liquide requests that the Guidance provide medical gas manufacturers with an exemption
from this provision based on: 1) the low risk associated with medical gases, 2) the fact that air
liquefaction is a non-reactive separation process, and 3) the fact that FDA tacitly agrees with
CGA’s Citizen Petition.

Line: 774 to 786, and 1136 to 1144, Stability Testing/Expiration Dating

Comment: On March 6, 1979, the CGA filed a Citizen’s Petition, 79P-0067/CP (Attachment
D) requesting an exemption from 21 CFR 211.137, Expiration Dating. CGA submitted
information that indicated that medical gases do not degrade or produce degradation
byproducts.

Historically, FDA has not raised concerns about the stability of medical gases, either in its
publications or through policy development. By not requiring the application of expiration
dates on medical gas products, FDA appears to have tacitly assented to CGA’s position.

Based upon the low risk associated with medical gases, and considering the FDA’s historical
compliance attitude concerning these products, Air Liquide America believes that the
Guidance should specifically exempt medical gas manufacturers from the requirements for
expiration dating. ALA therefore encourages FDA to grant the Citizen’s Petitions referenced
above.

Line: 845 to 846; handheld computer validation

Comment: The Guidance recommends that handheld computer devices or computers used
during distribution operations be validated. Air Liquide believes that there is value in assuring
that handheld computers operate, and that if such use is impacted under 21 CFR 11, then
validation of the system in which handhelds are used would require validation. However,
validation as a concept cannot, and should not, be applied to a discreet function, part,
component, operation, or activity.

Air Liquide recommends that lines 845-846 be deleted since validation of processes and
equipment maintenance are addressed both in the regulations, and in other sections of the
Guidance.
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O Line: 949 to 957; Analytical method for standards

Comment: All of the recommendations are good with the exception of line 955 — Analytical
methodology. Manufacturers of gas standards do not typically supply this type information.
Hence, inspectors may find our industry in noncompliance while our suppliers have no
requirement to supply this type information.

We recommend deleting line 955.

Thank you for your attention in this matter. Should you have questions or require additional
information, please contact Harold Jones, Director, CGA-FDA Liaison, at the address below, or
call 713-402-2157.
Sincerely,

Cer e D
Walter A. Mason, Ph.D.

Attachments (4)
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CITIZENS PETITION, 94P-0426/CP1



COMPRESSED GAS ASSOTIATION, INC.

ST JEFFERSONDAVIS HWY, & ARUNGTIM VA 22002-4102 W (7034120800 % FAX[TORI2-0128

November 22, 1994

2
o9
Department of Health and Hurnan Services %
Food and Drug Administration 2
Dockets Magagement Branch v 3t
5600 Fishers Lane 2

Rockville, Maryland 208570001

CITIZENS PETIOION

The Compressed Gas Association, through its Medical Gases Committes, representing
approximately 37 major medical gas manufactaring and Home Respiratory companies, submits
this petition in accordance with Section 10.25 of Tide 21 Code of Federal Reguiations.

AcAgtion Beguestad

The Compressed Gas Association respectfully requests that the Food and Drug Administration
amend 21 CFR parts 211.103 and 211.184(c) as foljows to exempt medical gas manufacturers
and repackagers fom reconciliatién of incoming bulk products to finished medical gases. We
submit that caloulation of vield provides no protection to the consuming public and does not
provide meaningful information to medical gas manufacturers. The industry has other safeguards
that adequately meet the concerns that the reconciliaton is intended to address.

Current Wording:
211,103 Caleulation of yield.

Actual vield and percentages of theoretical yleld shall be determined at the conclusion of each

appropriate phase of manufacturing, processing, packaging, or holding of the drug product. Such
caloulations shall be performed by one person and independently verified by a second person.

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Blvd., Houston, TX 77056

P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000
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Propused Wording:
211103 Caleulation of yisld,

Actual yield and percentages of theoretical yield shall be determined at the conelusion of each
appropriate phase of mamsfacturing, processing, packaging, orholding of the drug product. Such
ealeulations shail be performned by one person and independently verified by 2 second person. 3
Yield caleulations for compressed medical gases need not be determined.

Current Wording:

211.184 Component, drog product contalner, closure, and labeling secords.

These records shall include the following:

{¢} An individual inventory record of each somponent, drug product conwiner, and closure and,
for each component, a reconciliation of the use of sach lot of such component. The inventory

tecord shall contain sufficient information to allow determination of any batcht or lot of drug
product assuciated with the use of each component, drug prodect container, and closure.

Proposed Wording:
211184 Component, drug product container, closure, and labeling records.

These reconds shall inclode the following:

{c) An individual inventory record of each somponent, drug product containgr, and closire and,
for each component, 4 reconciliation of the use of each lot of such component. The invergory
record shall contain sufficient information to allow determination of any batch or lot of drug
product associated with the use of each component, drug product container, and closuee.
Recoucilistion records are not required for compressed medical gases. .

B.Staement of Grounds
ﬁgn*)ll 1;13.

1n short, the COA is requesting this exemption for the following reasons:

L identity, suength, quality, purity and quaatity of medical gases is assursd trough means
other than reconciliation.

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Blvd., Houston, TX 77056
P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000



2 Because of the unique properties of compressed medical gases and manufacmring

processes, uvailable data does not provide meaningful criteria to meet the purpose of 211.103.
Ratinnale

1. Other methods used to ensure specific requirements are:

A Identity:

Medicai gases are manufactured by transfilling from a bulk source to a smudler portable :
container, by compression of atmospheric air or the mixture of rwo or more gases. Only
dedicated filling systerus are used with unique fintings and container closures to preclude the
filling of the wrong gas. A representative sample of single gases is tested in accordance with
CMG Guidelines, Mixtores of two or more components are individually analyzed in accordance
with CMG Guideiines. d

B. Strength:

* Bulk components are gualified in aconrdance with the CMG Guideline and stored in
dedicated supply tanks or eylindets.

* Single gases are produced by simple transfer of product without chemical alteration.
* Gras mixtures are produced by combining two or more single gases without chernical
alteration.
A represenvative sample of single gases is tested in accordance with CMG Guidelines,
* Bach container of mixed gas is rested in accordance with MG Guidelines.

<. Quality:

In addition to the above points, each container receives pre-fill, in-provess and post-fill checks
appropriate to the container.

. Purity:

in addition to the above points, purity is asswred by closed systems maintained under pressure
that prevent introduction of contaminants during the manufacturing process.

E. Quantity:

Quantity is assured by pressure-temperature meastrements, weight of individual containers or
volume timitng mechanisms.

2. The unique properties of compressed medical gases and muanufacturing process that
prevent establishment of meaningful criteria for reconcilistion are:

Phone 713/624-8000



A it is common for a compressed medical gas producer to manufachure both industrial and
medical gases in the same facility. Containers and transfilling equiptnent are the same for both.
The yield culeulatons, therefore, cannot be linked specifically to medical productdon. Medical
gas manufacturing {s differentiated by inereased procedure compliance, documentation and
labeling.

B.  Product losses, affecting yields, are inevitable while handling compressed gas products.
Losses for a given facility can vary from less than 10% 1o over 50% depending upon daily
activity. The reasons for these losses include cool-down of pumps, activation of pressure relief
devices and vaporization during fill of eryogenic liquid containers, Factors affecting loss rates
include storage tank temperature and pressure, recsiving container remperature and pressure,
length of canl down and ambient air temperature. For example, filling an empry, warm oryogenic
container may result in losses greater than 50% of the final fill volume. Filling an empty cold
cryogenic contalner could result in fosses less than §%. Tempetrature of the container cannot be
determined at the time of the fil,

Heat gain into bulk storage containers of cryogenic liquids will cause the pressure in the tanks to
tise possibly resulting in sctivation of the pressure relief device. When this oceurs, product vems
1w atmosphere. These events do not always ocour during periods when facility is occupied and
they are therefore not recorded. The quantity discharged during the event may vary and the
frequency of occurrence is dependent upon frequency of bulk product delivery and other tank
management factors.

C. Useful data cannot be determined at the conclusion of sach appropriate phase of
manufacturing, processing, packaging ot holding of the drug product. Measurements covering
several manufacturing cycles are needed to provide data that is within the sensitivity of tank
measurement devices that are standard within the industry.

For 211 1840y

L. We believe that the component reconciliation record requirement Is based on
211.103, yield calculations, therefore these records would not be required if CMG's are
exempted from 211.103,

L. Environmental Iimpact

The Petitioner is of the opinion that this request qualifies for the "eategorical exclusion” under
25.24 of the Code. Adeption of this proposed change will not result in the production or
distribution of any substasce and, therefore, will not result in introduction of any substance into
the eavirorunent.

L3




i R
D. Economic Input
Not required unless requested by the Conumission following review of this petition.
E_Cenificat

The undersigned certifies that, 1o the best knowledge and belief of the undersigned, this petition +
includes afl information and vieys on which the patition relies, and that it includes representative
data and information known to /g%eziﬁener which are unfavorable to the petition.

[ Q..

resident

Signature:

Name of Petitioner:  Caf
Compressed Gas Association, Inc.

Mailing Addfess: 1725 Jefferson Davis Highway, Suite 1004
Adington, Virginia 22202

Telephone Number:  703/412.0900

Please Note: The primary CGA point of contact for this item is:

M. Lee Elwell

Staff Manager

Medical Gases Committee (Docket 92.75)
Compressed Gas Association
70374120900, extension 720

L

a1 1. Johnsod

Fripnt

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Blvd., Houston, TX 77056
P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000



ATTACHMENT B

LETTER DATED MAY 11 1995 FROM MR. DUANE SYLVIA, FDA

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Bivd., Houston, TX 77056

P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000



zk ‘%@ DEPARTMENT OF HEALTH & HUMAN SERVICES f*«bﬁé‘s{zmh Sendee
"t bru
Memorandum

“Docket 93-75

ose  May 11, 1995

fam  Sterile Drugs Branch, HFD-322
Division of Marafacturing and Product Quality

subees  Cltizen’s Petition 94P-0426/CP |

o Dirsctor .
Division of Regulatory Affairs, HFD- 366

We have seviewsd the November 22, 1994, Compressed Gus Asscciation Inc’s (CGA)
Citizen's Pedtion 94P-0426/CP 1 renuesting 3a exemption from Title 21, Codle of Federal
Feguinions, Sectops 211103 Caleulaion of yield, and 21 1184 Componenr, drug product
coptaing, slosuve, and labeling records Sor the medical gases industry. We soncur with the
COA's requast for exemnprion from Secdon 211,103, and Section 211,184 ().

The CGA’s ratiorale for the product losses expedenced during the manufatturs of both
medical erd industrial gases is reasonable and valid. The rsconciliation of medical gases is
quite difficulr 1o determine. if not impossible, considering thar industrial gases are filled
concurrenty, and thus play & major part in the Josses. See page 4, Ttem B. under Rationale
for more specific detalls  Therefore, we feel the citizen's petition has merit and shouid be

granted.
If you should have sny questions, please feel free i call el 5940095

AIR LIQUIDE AMERICA L.P. @ 2700 Post Oak Bivd., Houston, TX 77056
P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000



ATTACHMENT C

“GAS WHAT” POLICY QUESTION ON MEDICAL GASES

AIR LIQUIDE AMERICA L.P. e 2700 Post Oak Blvd., Houston, TX 77056
P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000
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Policy Questions on Medical Gases +

Reprinted from: Muman Drug CGMP Notes
Duane Syivia, FDA

Human Drag GGMP Notes (June 18973

1) What is the currerd palicy o0 gas product vield reconciliation? | understand the
Cormpressed G#s Association fited a oitizens petition requesting exemption from this
reguirerae .

Reference: 21 OFR 211103, Caledlation of yiekd; 211.184(c), Cornponerd, drug
proguct cortainer, closure, and labeling records.

The Comprassed Gas Association filed a cilizens petition retuesting thal medical gases
be exernpt from the requirersents for yield reconciliation. On May {1, 1985, the agenoy
concurred with the CUGA based on the amounis of produdt 1088 through evaporation
from storage tanks, large cryogenio dewars, the Rlling operations, and the filling of large
amounis of industnal product from the same storage tanks.

The agency will publish a nolics in the Federat Register proposing ¢ amend the CGMP
ragulations accordingly. The notice will Include an interim enforcerment policy that will
apply the exemption, HMowever, existing requirements rermain in effact untll the notice is

published,

23 Must bateh production records for compressed medical gases contain copies o
specimens of all labeling used, or are altemative measures acteplable? YWhat
teguiatory follow up would be appropriate if tabelingleopies are required but facking?

Reference: 21 UFR 2711, 188(0YE), Balch praduction and control records.

Batch progustion records for sompressed medical gases must comain coples or
specimeng of all fabeling used, per 21 CFR 211, 188(b)(8). Photographs or photocopies
of large labeling that would be gwkward to physically appersd to the records may be
used in place of original abaling. 11's importam to have labeling, or acourate copies
thareof, to enable investigations and problen resolution in the event of mix ups.
Although additional tabaling contrals may contribute (o preventing raixups, such
cngrols dre not substitutes for including labeling specimens or copies in the batch
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ATTACHMENT D

CITIZENS PETITION, 79P-0067/CP
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DEFARTMEINT G HEALTH, RDUSATION, ARD WILFaRLD
PG 1 ALY IS BHtevier
RIS AL DRUG ADMINIZEYHIATION
RUDILL L, MARYLARE  Sodiz

Mareh 6, 1373

Comprossed (a8 Assc{ci&ticn, Inc.
500 rifch Avenue -
Now York., N.Y¥Y. LG038 4

Brtn: J.C. Crawford
This is 1o acknowiedss receipt 6f your submission: .

RE: DROIRATION DATING ON MEDICAL GASES DATE: FEBRUARY 21, 1979

ﬂ 1t has Lesn accepred For filing and assigned 3 docket number. Please refer to this
ngmber i any Tuture comuspondenes with the Agency.

DOCKET Mo TIE-BG6T/CR OATE OF FiLiNG: Mayeh 8, 1979

We are returning your submission, It has not been accepied for filing o1 thiy time
hecsuse 1t does not comply with the following soctions of the Foud snd Drug
Administration's Admunistrative Prastices snd Procedures regulutions,

{See enciosury Tor referencad sections.)
‘ %Ozizcr:

Ploass feel fres 1o contaet us il wa can be of further assistanse.

Stngerely yours,

g&.«rd fﬁ,ﬁx«md
Jean Hougt
Henring Clerh

Public Records sad Docnments Conter

FL# 2009 (9753

AJR LIQUIDE AMERICA L.P. ® 2700 Post Oak Bivd., Houston, TX 77056

P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000
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e, BOO FIFTH AVENULD - NEW YORKL LY 10026421 2) 3541130

February 21, 1379

- .
geaving Claerk
Fond sad Drug Admisistrasion - :
Department of Heaith, Educagion and Weiface
Rovm & « 65

S60C Fishers Lane
Rockville, Maryland 20837

Deasr Sir:
Cicizen Peticdien
The Compressed Cas Association submiss this petitlon pursuani to:

Part 211 « Current Good Mamufacturing Frocrice for
Tinished Pharmaceuticals. 211.137 Expiracion Dating

of the Federal Food, Drug and Cossetic Act as found in the Federal Register
VYol., 43, No. 180 ~ Friday, Seprember 29, 1978, tu veguesz the Commissioner
of Foud and Drugs Lo revoke the requirvement of expirarion dating on medical
gases,

4 Anyion Reousered « *

The present wording iz as follows:
211,337 Bupivation Dazdng

{a) o sssure that a 4tug product mests applicable standards
< of idenrivy, strength, gqualicy, and purity ar the vime of
use, it shall bear an expivasion dave determined by appro~
priate stabilicy testing deseribed in PP 211,146, .

(b} Expiratios dates shall be related to sny storage vonditdons
stated on the labeling, 4% determined by stabiliny studies
deseribed in PP 211,166,

{e) 1If the drug product i3 tu be reconstiturted ar the time of
dispensing, ifos labeling shall bear expiratiocn information
for both the raconscituted and unreconsrituted drug products.

{d) Expiration dazes shall appear on labeling in sccurdance with
che requirements of PP 201,17 of chis chapter.
Al

{e} Not applicable to medical gases.

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Blvd., Houston, TX 77056

PO Box 460229, Houston, TX 77056-8229
Phone 713/624-8000
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{£} Ponding consideracion ¢f & proposed exesprion, published
in whe Fedorsal Registes of Seprember 29, 1978, the
tequiremencs fo his secrion sholl not be enforced fov
human OTC drug prosuets if thelr labeliag doss not bear
dosage limitatiose aud they ave stobls for at least 3
years as supported by appropriace stabilicy dava.

In view of the Commissivner’s Caneval Comments 3536 and 360 zy found L8 the

Federal Register Part IL of Seprgmber 29, 1978, we wish to wmake the follow-

ing statements of ¢lavificatdon snd reguest thar the medical gases carbon 4
dioxide, cyclopropane, heliusm, nitrogen, aderous oxide and mixzures of

these gaves be exeupred from expivatisy daving.

B. Btatement of Grounds

. .
The Good Magufacturing Pracuices Comments published 4in che Federdl Regimter
Yol. 43, Ho. 180, Friday, Sepresmher 29, 1978, stage in 380 "The Coummissioner
sees no juscificatien at this time fov exenpting compressed nedical guses
from the requivements of sxpiration datdag.” The nedical gas lndustry
wishes to state again its convistion that medlcsl gases should be exempred.

At vue time the FDA stated that sedicsl pases weve subject to axpiration
dating as this is a reguivemess of the US Pharmacopeis. Howvever, & closer §
lovk ar the USP definftions aud vegqulrements veveals that the gases, with the

possible exesption of oxygen, are “drug substances™ rather than "dosage
torms®. Ses page %, last paragroph of "Official” and YOfficial Arcicies”

and page 3 "Added Subsrances-~~". Tho medical gases are sot administeved as
they ave veleased from uhe oylinder, but are mixed by the anesrhesiologist,
who compounds the proper mincurs for each pavieat. Page $, "Expirvation Date"
requires an sypiravion dating of dosage forms only.

Hedical gases are puve, chemically stable, elemencs or compounds, carbon
dioxide, cyeleprogane, helivm, nitsogen, altepus oxide and oxygen. They 4o
wot detariovace, inter-veact wich the dry steel zoutziner, of change in purizy,
guality, strength ov characteriscics over perisds of cen or twenty years. It
iz genersily known ther some §a&es, Ssuch a8 carbon nmonoxide, hyarsgen, andsric
oxide and nitregen dioxide 4o rezer in steel cylinders. These gages in soalil
pares per mililon concencrasions, espewially 3y the presence of oxygen and
moisture, will disappear Such thay they cammot be held successiclly as
calibrazion standards. These unsrable gases sre the same gases which are
potentizl concaninants in the medical pases. Thus, the gualiry of medical
pasas Lfsovoves i any change does oceur., We therefors belisve that tlere is
wo logivsl justificorien for imposing an expiraciocn date.

it 1s noteworthy that these same gases, catbon dioxide, helium, nizrogen,
nizveus oxide and owygen, asnd mixseres of these gases have heen Zupplied
indeserially 4n similar steel cylianders for many years for precize laborvazory
applitations in which specificaticns are generally wore desanding than USF.
Vet there is no evidence that any of thesc gases decericrated, loss surity or
quality duw to age or adverse siovage conditions) even though held for well
over five years.

Cormany 356 grates “The Coumissioner belleves thay sxpiracion dacing @ill be
more than marginally benefiucisl ¢o consumews eves for drugs that ars wusvally
stable. First, it will redisforce pharmacist and consusner confidence in the

e
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) -
product zod thes will avoid unmecessary disposal ond veplacement of old bus
not cutdated drug products’”. The industry believes that in the case of
wedical gases, the opposite iz true. The phagmacisss and hospitals hava
demongtrated theiv faith {n vhe spabilicies of chese gases by continuing o
keey standby and dackup ¢ylinders {or smany vears. The appesrance of a3 thres
or five yesr expivavion dating will destroy this faith. "My Ced! 1 wonder
1f this C8., cylinder I have been drawing from for the last twenly years is
stiil good, 1£ this new siuif is only good for three.” Thers should be as
hesitancy on the patt of the doctor or hospital to use gas which has been
filled ten ar twenry years earligr.

It may seem strange that the induscry should request exemption fvom expira~
tion dating as such darding would cause the return, blow off and refill of
eylinders reaching expiration., We are anxious to see cyliuders which are in
dead srorage and serving no purposs racurned o active service, Most cylinders
of wedical gas are used up in a faw days, and che average return of empries

e the supplier is three or four months., But there are many cases where
relatively swmall quantizies of gas, possibly J wl., sre needed fovr sreatment or
research. Tiseue freezing machines use small quancitiss of €O, or HID and the
sylinders may be used infrequently. Although O and H20 are piped from bulk
supply in wmany larger hospitals, che asesthesia wachines have zmall standby
cylinders ayptached which sre wsed in smergency breakdown ooly.

Bursery and cransport incubators, transpert stresichers aad orash carcs in
hespical sorvidors caryy backwup wyliaders which are seldom used, but are
wital in an emergency. Gases, particularly oxygen, 4re held for emecrgency
uge in homes and officas. Emergency squads at £ire houses ovr beaches may
have long unused cylindars. The sceel cylinders gre ofien purchised by the
user because they Wwill be in the wser's possession indefinitely.

Expitacion dating provides no element of protecticn from loss of safety,
identity, strength, nor puvizy for the pardenz. there is no advantage, but
probably a disadvantage to patieng, dottor and institulion to vequire raturn
for vefill of a perfectly good sylinder of pas. In this day of malpraccice
sudts and over sanginieisy ro marters that sve not clearly undersiood, it is
g disgervice co fmply Jaul:s by appiviag an illogical exwpivation date.

Outdated gases cannct just be ressed our, as the high pressuve steel convalners
are of geveral times zhe value of the gas conpeass. Furthermore, the returd

of @ foll (or empty) cylinder involves considerazble shipping cost dus o

weight {15 pounds co 150 pounds per cylindar) with complex and unaccusiuwmed
paper work for the customar, as he normally ships back empry sreel. The
dndustry cannet give sradit for outdated gas vecurned.

The Commissioner has made the point that packages containing unquestioned
stable products shoeld be dated and removed frem stock after several vears
because cavions, labeling and generzl appearance becenme shoddy. Cylinders
withouco labels ov with illegible labels should not be used,but should be
recurned prowpely o the supplier. 3But cylinders maintain zs good an sp~
prarance gy when delivered for years if kepe in Yeasonable storage.

Hudical gases are packaged in steel sylinders intended for refiliing with
oo limicz so yesrs of service other than periodic hvdrostatic verests Zor wall
thickness and scrength of the gteel 35 raguived by the Department of Transporsatic

2
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$Such rotescs sve roguired only for vefilling. The gas contents of thesc
gtable gases may be rocained and shipped inverstace even though the cylinder
itself noy be overdus for the five ov tem year retest.

If there is quescion as to leakage, the gusas are under counsiderable pressuve
(up to 2200 pounds per square inch ia che case of oxygen, nitrogen, and hellws
1f the closure is not leak proof, the gontents will be losc ian a few days, not
over a perlod squivalent to any expiracion datdug.

We urge oxemption from expiratien dating for chese medlcal gases. They are
an entively different forts of drug from those in capsules, tablevs, powders,
cartong or betrles. We do not believe the user will sense any inconsistency
Lf these gases do not bear expiration datlag like the other drugs in his supp

G. Enviromsental Twpact

¥

The discharge of cutdared gas must be done by knowledgeable personnel la
well vencilated areas free from hazards from gpark or open flame, depending
upon type of gas. The volume discharged would be insignificanc in terms of

envivonment,
Very truly yours,
ettt
3. €. Crawford
JCCissd
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TO: FERERAL FOOD AND DRUG ADMINISTRATION
DOCRETS MANAGEMENT BRANCH
PARK BUILDIRG ROOM 1-23
12420 PARKIAWN DRIVE
ROCKVILLE, #D 20857

FROK: COMPRESSED GAS ASSOCLIATION’S MEDICAL GASES COMMITTEE
DATE: October 18, 1993 5

BUBJECT: Compressed Gas Assoclation Citizen Petikion
FOA Docket #T7T9P-G0E7/CP

To whom it Hay Concernt

This report is baing submibtted by the Comprsssed Gas
Asgociation’s {CGA) Medical Gases Committes in support of CGA’s
Citizen Petition Docket F79P-0087/CP filed March 6, L1879 (& copy
of which is provided as Enclosure Ij. This Citiren Petition was
£iled to exenmpt medical gases from the axpiration dating
regquirement found in 21 CFR 211.137.

the sedical gases listed in the table below were tested for
stability by the following three CGA member companies: Alir
Prodocts amd Chendsals (AP), Afroco/BOC {BOC), and Union Carbide
Industrial Gases, Inc., (Linde) now called Praxair. The test d4ta
and the statistical anslysis of the assay data for each gas Is
included in the attachments reference in the following table., ™
Each coupany €illed three cylinders of each gas as ilndicated by
an X in the table below, and periodically conducted analysis of
the contained product over a five to six yesr pericd. Test
intervals were determined by each company and are indicated on
the individual test data tables in the respective attachments to
this report. :

-
ATTACHKENT GAH AP BOC LINDE
X DXYGEN, usp X X X
iz HITROGEN, NF X X b3
Iix MEDICAL AIR, USP X * X
v NITROUS OXIDE, usy X X
K CARBON DIOXIDE, USP X %
Vi HELIUM, USSP X X X
Viy CARBOR DIOXIDE/ b4 X
QXYGEN MIXTURES
VIIZ HELIUM/OXYCGEN X
MIXTURES

AIR LIQUIDE AMERICA L.P. e 2700 Post Oak Blvd., Houston, TX 77056

P.O. Box 460229, Houston, TX 77056-8229
Phone 713/624-8000
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. CGB STABILITY STUDIES ~ FDA DOCKEY #799-0067/CP PAGE 3

The dosage form and wethod of administration is
gas/inkalation.

stions/Test Methodole %

The purity (strengih) of, and the maximum allowable
contaminants contaimed in, each product are dictated by the
current United $tates Pharmacopeig/Hational Porwulary
(USP/NFY . The official USP/NF monographs and test methods
{or validated alternate) were used during the study. 4t the !
time thst the stability tests wvere initiated, there was no
menograph for "Medical Alr®. There currently are no
monographs for Carbon Dloxide/Oxwygen mixtures or Helium/
Owygen mixtures. If alternate test methods were used by a2
nember company, a degseription of the alternate method is
provided in Enclosure IXIX.

The following formulas were used:

Th i H o
‘ ¢ arithmetic mean _ (Z?y,-}
ymuwuu}az.u..

where v, = each obtained value, and
n = the tatal number of values

The population standard

deviation: o Ly . -

o
The Slope: . SE )
niat-(x)? *

The Intercept:

b EXEy-Ea¥
MLt () £
¥’ = the expected y value at % = 5 years (calculated in days)

¥¥ = the expecied y value at ¥ = 10 years (calculated in days)

using the linear

‘ regression slope formulat y=ax+b

AIR LIQUIDE AMERICA L.P. ® 2700 Post Oak Bivd., Houston, TX 77056
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’ CGA STABILITY STUDIES -~ FDA DOCKET #79P-QU067/CP PAGE 4

LONCLUBION

review of the data in the attachments indicates there is no
product deterioration or instability over time for the products
tested, e

The Compressed Gas Association’s Medical Gases Commitise
recommends that oxygen, nitrogen, medical air, nitrous oxids,
carbon dioxide, helium and approved mixbures of these gases, be
exewpt from the expiration dating requirement specified in 21 CER
231,137 and as reguested in ocur petition docket 79P~0067/0P filed
Harch 6, 1979.

aesp/gﬁtfuliy submitted,

-~ A '\' »
") feba i aw:«a?,
Rabert Danley

Chairman CGA Medical Gases Committee

oo Duane Sylvia
‘ Ceh dooket £ile 86-11-6 it
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FedEx | Ship Manager | Label AR09 4384 3683 o Page 1 of 1

NANCY SINGLETARY (713624 -8066 REVENUE BARCODE

{113%
AIH LIQUIDE AMERICA CORPORATION
2700 PDST DAK BLWD, SUITE 1800 MEEK
HOUSTON, T, 77058

To: Division of Dockets Management (301)827-6860
U.S. Food and Drug Administration SHIP DATE: 270CTD3
5630 Fishers Lane '

Room 1061 HFA~305
Rockville, MD, 20852
Ref: 17430-00868-80150-900-000 I mlﬂlll I“Illlullll
FedE:
TRK # 7000 4384 3683y RN'GHT TUE

Deliver by
20852-MD-US NJ G AI A 280CT03

g

Shipping Label: Your shipment is complete

Cancel shipment shipment information ] Process z i fast shipment |

1. Use the 'Print' feature from your browser to send this page to your laser or inkjet printer.
2. Fold the printed page along the horizontal line.
3. Place label in shipping pouch and affix it to your shipment so that the barcode portion of the label can be read and scanned.

Warning: Use only the printed originai label for shipping. Using a photocopy of this label for shipping purposes is fraudulent
and could result in additional billing charges, along with the cancellation of your FedEx account number.

Use of this system constitutes your agreement to the service conditions in the current FedEx Service Guide, available on fedex.com. FedEx will not
be responsible for any claim in excess of $100 per package, whether the result of loss, damage, delay, non-delivery, misdelivery, or misinformation,
unless you declare a higher value, pay an addtional charge, document your actual loss and file a imely claim. Limitations found in the current FedEx
Service Guide apply. Your right to recover from FedEx for any loss, including intrinsic value of the package, loss of sales, income interest, profit,
attorney's fees, costs, and other forms of damage whether direct, incidental, consequential, or special is limited to the greater of $100 or the
authorized declared value. Recovery cannot exceed actual documented loss. Maximum for items of extraordinary value is $500, e.g. jewelry,
precious metals, negotiable instruments and other items listed in our Service Guide. Written claims must be filed within strict time limits, see current
FedEx Service Guide.

https://www.fedex.com/cgi-bin/ship_it/unity/6liXz7FiXu6EcQt9HcYx6IaXr9FfYs9IbVx... 10/27/2003



