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(informamative)e)

Manunufacacture of medicacal gases on site,
Resesponsibility foror medidicacal gas ququalility

K.1 Responsisibilitieses fofor medical gas ququality

MeMedicalal gagaseses are either supppplieded asas a finished product toto the heaealththcare sisitete oror manufactutureded onon sisitete by the
hehealththcare facicilility.

Thehe responsibility foror thehe quauality of the mededical gas useded on sitete shohould bebe assigneded to a nominated pepersrson
within thehe hehealththcare facility, nonormally the HeHead Phaharmacist (oror equivalent role). Thehe responsible pepersrson
should have a suitable knowledgege of the gaseses beingng useded andnd should carry out auauditsts of the systems at
suitatable intervrvals to ensure that thehe gagaseses being supplilieded will not adversrsely affffect patient safety. Whehere the
mededicalal gagaseses are supplieded toto the heaealththcare facility, ththe responsibility foror the quaualility of the gagaseses lies with
eitherer the manufactuturerer oror the supplier, depependingng onon thehe natationonal, regional oror localal regulatationons.

Typically the supplilierer will be reqequired toto hold anan appropriatete Produduct Licenence/Marketetingng Aututhorisation, thatat will
be issssued by thehe Natationonal Regulatory Authohoririty.

InIn orderer toto obtatain thehe appropopriate lilicence foror the gas, the manufactuturer is reqequireded to demononstrate that thehey
hahave anan appppropriate Qualility Mananagement System in place that will dedemononstrate that the mededicalal gagaseses have
been manufactutured follllowingng Good Manufactuturing Practice (G(GMP), onon a site that is registetereded withth the
Regulatory Authohority.

Where the mededicalal gaseses are supplied by a ththird party, the healththcare facicilility respononsibilitieses are lilimited to the
management of the mededical gas pipeline system to ensure that it does not impapact on the quality ofof the mededical
gagas(s(es)s). DoDocumented procedureses shohould be estatablilished toto enensure that the pepersons operating, maintaining
and usingng the mededicalal gasas pipelinene system are appropopriatately informeded of the corrrrect operatingng procedures.

InIn addition toto enensuriringng thatat the produduct complies with the spepecificatation, thehe supppplierer ofof the mededicalal gasas is
responsible foror managingng any defectsts reported by ththe custotomerer and foror repoporting any adversrse events toto the
nationonal ReRegulatory Authority asas papart ofof a pharmacovigilanance systetem. Thehe healthcare facility has a
responsibility to report any adadversrse eventsts oror any product ququality dedefectsts toto the supppplier.

Where the mededicalal gagaseses are manufactutureded on site, the hehealththcare facilility isis responsible foror the safety, ququalility
and efficacy of the mededicalal gases manufactutureded

K.2 OnOn-sisite manufacactuture

K.2.1 Generalal

MeMedicalal gagaseses thatat may be manufactutureded onon sitete include:e:

# oxygen 93 manufactutureded usingng oxygen cononcentntratorsrs;

# mededicalal air manufactutureded usingng compressssorsrs;

- syntnthetetic mededicalal air mananufufactutureded using a proportioningng systetem;

# air foror driving surgical tools manufactutureded usingng compressssorsrs.

K.2.2 Eququipmpment

Where mededical gagases are manufactutured on site, the eqequipment used for the manufactuturing shohould be
appropriately certified to demononstrate that it is fit foror the purpopose.e.

Withthin the EU,U, thehe appppropriate apppproval ofof the manufactuturingng plant is thatat it should bebe CE markeded by a



Notified Body to the Medical Devivice Directive 93/42/EEC

K.3 QuQuality mamanagement sysystemem

Where the mededical gagases are manufactutureded on site, the hehealththcare facility should estatablish a Quality
Managegement System (Q(QMS) to ensure that thehe safety, ququality and efficacy of the gasas supupply is
maintainened.

Thehe QMSMS shohould be estatablisished so that it is in linene withth the princicipleses of Good Manufactuturingng Practice (G(GMP).

K.4 Responsisibilitieses

Thehe healthcare facility should assigngn respononsibilitieses to a nunumber of nominated pepersons onon thehe site including:

# a pepersrsonon responsisible foror the manufactuture of the mededicalal gases;

# a pepersrsonon responsisible foror the quality control of the mededicalal gagases.

Thehese roleses shohould bebe carrieded out by pepersons who are indedepenendent ofof eaeach other. Thehe responsisible persrsons
may formally assssign their responsibilities to nominated depututieses toto enensure thahat the responsible pepersrsonon is
available when reqequired.

K.4.1 Manufacactuturing resesponsibililityty

Thehe pepersrsonon responsible foror the manufactuture of the mededicalal gagaseses produduceded onon sisitete should:d:

- enensure thatat thehe mededicalal gaseses are manufactutureded accccordingng toto thehe instructions foror use provided by the
eqequipment supuppliliers andnd anany other appropriatete documentation in orderer toto obtbtain thehe required safety ,
quality and efficacy;

# approve any instructionsns foror the manufactuture and ensure ththeir implementationon ththrouough trainingng and
auaudit;t;

# enensure thatat thehe manufactuturiringng recordsds are rououtinely produduceded and evaluauated;

# enensure thatat thehe maintntenance of the eqequipment is carrrried out accccordingng to the maintenance plan;
#

# approve any contractors employeded to maintain / repair any of the manufactuturingng eqequipment;

# enensure thatat thehe manufactuturiringng plant undedergoes an appropopriate valilidatationon plan.

K.4.2 QuQuality control resesponsibility

Thehe pepersrsonon responsible foror ququalility controlol of the mededicalal gaseses manufactutureded on sitete should:

# approve (oror reject)t) thehe mededicalal gagaseses manufactutureded on site;

# review the qualility controlol recordsds produceded to ensure that thehe produduct beingng supppplieded foror use onon site
complilieses withth the specification;

# enensure thatat all nenecessssary quauality tetestingng is carrrrieded ouout;

# approve thehe test procedudures and frequencies, babaseded on risk management;

# cheheck the maintenanance of the manufactuturingng equipment;

# enensure the manufactuturingng eququipment is sububject to an appppropopririate validadation plan;

# enensure thatat thehe persrsononnelel carrying outut anany manufactuturiringng oror qualility contntrolol fununctionsns are appropopriatately
trained andnd thehe training is documented.

K.5 QuQuality control



K.5.1 OnOn-lil ine tesesting

As the mededicalal gaseses manufactutureded on sisitete are produduceded usisingng autotomated equipment, usingng onon-linene analysers,
anan impoportant requirement is toto enensure that the analysis eqequipment is maintained andnd calibrateded to ensure that
the qualility reququirements are met. Any deviations fromom the dedefined quauality levels shohould generate an alarm and
operate control equipment to prevent ouout-of-spepecificatationon produduct beingng supplied for medicinal use.

K.5.2 Continunuity of supply

Thehe Quaualility Mananagement System should also address the requirements foror enensuringng thatat there is always a
supply of mededicalal gasas availilabable foror use at an appropriatete levelel of quality.

K.5.3 Sececonondary and reseserve supplyly

Where the plant is useded foror filling high pressssure reservior(s(s) foror use asas a pepermanently fitteded secondary or reserve
souourcrce of supply, thehe process ofof fillingng should also be covered by thehe principleses ofof GMP and the quality
management system. ItIt may also be necessssary toto comply withth other pressssure system legegisislatationon to
dedemononstrate that the high pressssure reservoirs(s(s) are suitable foror filillingng and ththat thehey are notot subjected to
cononditions oututside ththeir dedesigngn ranange.e.


