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EO sterilization validation, requalification control procedure

1. B#Y Purpose

R#E 1S011135:2014 WEEK, XTI REZFEIE b RES 2R/~ VIR T

EIRFNIES.

According to the requirements of 1SO11135:2014, to control the EO sterilization process and

products validation in plant ETO workshop.

2. ERSERE Scope
ERAT I REZFEBE R REAERSmAY R EIE.

This procedure is suitable for plant ETO workshop and product validation.

3. HR3E Responsibilities

3.1. ETO FHAFRMKEAW MR EMIE, REEHENMEHASIINEER 1Q,0Q ¥kt
IIE, FIRMEAERAIES RFRE, ETO FEHR PQWIE, SRKIESERMEERE

ETO workshop is responsible for the validation materials and facilities, the EO sterilizer supplier is
responsible for sterilizer 1Q,0Q validation and software validation, providing related validation
protocol and completion report. ETO workshop is responsible for products PQ validation including

protocol and completion report.

3.2. SLWWEHT IPCD,EPCD HI#I&, ZERN~REmEES, RBHERIES, FREEQm,
Bl 3%%, EO/ECH 3B,
The lab is responsible for IPCD, EPCD preparation, product sterility test samples, EO/ECH

residuals samples preparation, Bl incubation and EO/ECH residuals testing.

3.3. REFLEATWAWIEMLARNEIR, 5% 1Q,0Q,PQ A RMRET%, HIUERRFMRE
The Quality manager is responsible for validation resources, reviews 1Q, OQ, PQ protocols and

reports, approves the protocols and completion reports.

3.4. EEERTRTZIQ0Q ;5 EZMMEFE, FHHES RFME . KAZFHLRELRNE PQ IT1E,
B PQ B REMHLRE

Quality representative reviews the 1Q,0Q protocol and completion report,approves the protocol and
completion report. And then contact the customers to cooperate the PQ, review and approve the PQ

protocol and completion report.
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3.5. & &BRSER TS department
351 KB FHENEEN, AREENABEIFRFHMFHEMNIEE, EIRIEAR.

According to the facility supplier suggestions, TS is responsible for the facility routine maintenance

and records the maintenance items. Also responsible for training the operators.

3.5 2 KB FHNEIEIN, ARKRERFRMEELUIESPEREFRAFM;.
According to the facility supplier’s suggestions, TS is responsible for the facility operation manual

and maintenance manual.

3.6. ETO %8 ETO workshop
3.6.1.25WIEARWHIE, FAEREIEN”RMIIEERESH, MITRERIE.
Participate the validation protocol drawing up, confirm the defined product cycle parameters and

conduct the validation.

3.6.2. A dmb NERIEELIESH, EPRMNITZXHMREFRHAITRE
Be responsible for EO sterilization operation manual, periodically review the SOP and sterilization

status.

3.7. FR=E#RT Quality department
BTN ATHIEWIES R, MEIEFEE PQEIES .

Be responsible for drawing up the validation protocol, assist the customers to prepare the PQ

validation protocol.

3.7.2. MIRMIEEREMBUTICR, WIEREWE, RNZRHE, HERENER, fARIIESERNE
FFIEN o
Be responsible for surveillance of validation process, samples retrieval, test arrangement, and

review the test results, be responsible for reviewing the validation results and evaluation.

3.7.3. AR R RZAEIE S R ETE.

Be responsible for reviewing the record and validation document management.
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3.8. {HRERI] Supply chain
3.8.1. ;2R E B PCD # RS

Be responsible for or assist the lab for PCD samples preparations.

3.8 2. iR AT P RHRGIEFN X FENERFRL, RBWIES RER~mEH.
Be responsible for contacting the customers to arrange the validation samples and materials,

according to the validation protocol to prepare the validation load.

4. FIEFRIEEHIAR Process and facility description

EEREFALERNE, REBEUATAR, BEIREMZEHEK.

At development and preparation phase, according to listed content to confirm the process and
facility request.

4.1. T Ei& Process description

A11. 3B MHEAN ZEPLEIREULTHZE: Process characteristics description shall include listed

content.
a. HAIMFEZHRREITIEBFREMEL; Identify all phases of EO process
b. RANT—IMEERIZIESE; Identify per phase process parameters
C. HESHIE M. Define the cycle parameters and documented

AR FmiE XA BIRE T R RE IR R,

Note: The data during product design may affect the EO sterilization process.

4.1.2. REFES S LT EL EO sterilization process includes listed phases
a. i (anR{EM) Preconditioning (if necessary)

b. KE Sterilization

c. Rt (ZnR{ER) Aeration (if necessary)

4.1.3. BIMEERMEIESHNZELBEELLT: Per phases process parameters shall include
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M E% phase T ESH process parameters
ok Cwm R & B ) |RE EE, KHE
Preconditioning(if necessary) Temp. RH, time
R mE, BE, KEREME, EOKRE, Eh
Sterilization Temp. RH, EO exposure time, EO concentration, pressure
Rt (aRREEM)D mE, FfE
Aeration(if necessary) Temp. time

AR RAEHBTERENMERREREEN, BINSBA BN RETIEETE
Note:only the aeration process residuals kill contributes to the micro lethality, the aeration process

parameters will be deemed as process parameters.

4.2. &&EHHIA Facility description

4.2.1. MM FIERABIRENNTE, BIEWMHRE (GER), REEMBEMRE (anfEm)

Shall define and record all facility specifications, including preconditioning room (if necessary),
sterilizer and aeration room (if necessary)

#F: WERRITN—LERTREZE RS M X ENE RIS .

Remark:The facility design will be affected by national or regional regulations.

4.2.2. MEAFBEZELLUITHE: Regulate listed aspects:

a. WEMEENEEANEL, SFEHBENAME; Faclity and ancillary equipment description,
including related materials

b. KREFIHENKEIEMNTFA; The method that the sterilant injects into the chamber

c. REIEREPEANHEMSHE (BEFKES) EANKEENFGE;

Other gas (include steam) inject to the chamber

d. WREPEREN, 5], ERROER, SEERSNFEREMVE;

The description of the measures used in the sterilization process, including the sensors’
characteristics and positions.

e. RENZEHPEAIIRA Identify the malfunction of the facility

f. RIPRIFIMENZR LI Employee protection and environmental safety facility

g, RETNR, BIRTHIHEIMAIEK Installation requirements including evacuation requirements.
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4.2.3. ATEMSIEHIINKERRARE A REX BRI TOTEIE, H#ERE0RIES
EF =

The software used for monitoring and controlling the process shall be designed and validated
according to the quality system requirements.

424, NHEMAEIETEHIEMFNIZFHI L. Regulate and define the process variables and
monitoring &controlling methods.

4.25. NAEREHERIEEHREDENSEFESSSBEESHICRNEEE, ERBIIETREML.

Shall take effective actions to confirm that the system malfunction will not cause process

parameters record invalid, and the invalid process becomes effective.
I ERIRG S B ARG E AN BE &R REMEREE.

Note: Control system and monitoring system shall be independent or both have discrepancies and

indicate malfunction.

5. FmaE X Product definition
51. ESIANFTFRANE, AEHRNENZm. BREMEFBERNLENTH, NEAEHITFREN

When introduce new products or current validated products , packaging and load configuration have

been modified or changed, shall conduct product definition primarily.

5.2. MRS EWIEEM~ M. B, REEXHNN T RENMMERNFRIMHTE = RE XHERFK
Xt

Shall describe the EO resistance of new or modified products, packaging or loading configuration

equivalent with current validated products, complies with the product definition and documented.

53. FRFITHAFARTSSHHL, KETERE, KESFMEO SANFE, RKEEREE
SERHE
The product design shall allow the air evacuation, heat, moisture and EO penetration, EO

evacuation after sterilization.

54. FRERENAITABZSAHL, REIERE. KESMEO SEMFE, KELHREEO
SREHEL .
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The product package design shall allow the air evacuation, heat, moisture and EO penetration, EO

evacuation after sterilization.

5.5. RERHMAFRBESEHE, RETRAE. KESHEO SENFE, RELRE EO
SRR

The sterilization load shall allow the air evacuation, heat, moisture and EO penetration, EO

evacuation after sterilization.

56. NMIGERESREE~EEERNEMENSYME, ATLEH~ RS IEE XAEER#HITIE,
5B MIET =R TER S, KA IPCD IIEF~ A SAL..

Shall validate the effectiveness of the most-difficult-sterilize position, can proceed in product
definition and through validation. Or through equivalence study, or compare with the validated IPCD

to assure the new product SAL.

6. ENKEIFE Sterilization process definition

6.1. LI IZM TERIERSEER T EE RO FE X =@ RETIEMTE, MREFHEE REE
BESHENR, ETO FENRBULBIATHEERNTFEM.

Sterilization validation shall be inline with the specification of section 5, once the sterilization cycle
parameters are predetermined by the customers, ETO workshop shall confirm the requirements

compliance.

6.2. EMIEESMIANEERRE, BE~REENNIESN~R. BREERHIRN.
To develop the defined sterilization cycle , including defined products or modified products, package

and load configuration.

6.3. E£ET 1Q,0Q Wi KEHE, AR TH~mEisE~miRESHAR.
The sterilizer through 1Q, OQ and PQ will be used new products or defined product sterilization

study

6.4. NAXHFCRUFRERISHIEIE.

Document and record shall support the sterilization cycle effectiveness.
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6.5. &# 1ISO11135:2014 Mf3g A 3¢ B FikiF—H75 A LA E AR TERIEKFE (SAL) WREZRE
AfiE].
Choose one of the method in annex A or B in ISO11135:2014 to confirm the EO exposure time that

assure the product SAL.

6.6. RNEWIEFEMEIZHEDIERT Bl),EFEUATHRMY:

The Bl used validation and routine monitoring shall comply with listed requirements:

a. T4 1S011138-2:2006 &7k 5 FAsFk 9.5 HIZEK;

Comply with clause 5 and clause 9.5 of ISO11138-2:2006.

b. PCD LtFRE~mININIREMHTRAFERHESH EO fitt;

The EO resistance between PCD and product bioburden has the same EO resistance.

c. BIMEAAIER PCD GIFEHHREE) +;

The Bl shall be placed in the appropriate PCD.

MMERTEREN. WIEREHN LT PCD A . PCD Mt M REMEN ~REDOETEF
EsE S EO ik,

Shall confirm the effectiveness of PCD OF process definition, validation and routine monitoring.The
EO resistance of PCD shall higher or equivalent than the most-difficult-sterilize product bioburden.
X EPHERTIREE. ERAKX D ETER 1S014161:2009

Note: Bl choice, use and D value calculation see 1ISO14161:2009.

6.7. EENREFEF, WMERITIEF~REIERT, RS 1SO11138-1 FIHEXKZREK;
During EO sterilization process, once industrial Bls are used, they shall comply with the
requirements of ISO11138-1.

6.8. HEXKREIES, MEMUFHETRT, HFHFE ISO11140-1 BIHERXFREK;

During EO sterilization process, once Cls are used , they shall comply with the requirements of
ISO11140-1.

F: WERRFIAGEEMATREWIE, BEANREIERR~mE T IARIFRER SAL.

Note: CI cannot be used in sterilization validation, and cannot assure the required SAL.
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6.9. EXREWIEEES, MHETERIERN, FFHE I1SO11737-2 HIEXK.
During validation process, once conducting product sterility test, it shall comply with the
requirements of ISO11737-2.

7. I3F Validation

KAERA TR EERE D EX M REESMS KA, TESMATRE~RNEARE. 1
IEEEREHA Q) ,EBITHIA (0Q) FtaefIA (PQ) EWIES REHUERFIRFHITIIE,
The validation is to demonstrate the cycle parameters effectiveness of section 6, can reproducible
delivery the product load sterilization parameters. Validation including 1Q, OQ, and PQ.

ZEMWIN (1Q): MIAREZEREMEBE IR ZRITEHIT T HEMRE;

IQ, confirm the equipment and ancillary facility supplied and installed according to the predefined
specification.

ZITHIA (OQ): HIARZRENTFARITAERIMREEX;

0Q, confirm the equipment complying this the designing specifications

MaEfIA (PQ): BREWIEERED, AFRESRARREFEMFEMAERENRRABRSHTIE
17, FIEFIEKHE SAL..

PQ, during validation process,to confirm that the equipment that can deliver the required
sterilization cycle parameters reproducibily with product load, and assure the required SAL.
MTHERENRERE, IQF OQ AJRERAFTEHIT X, MTHM~RIFHNRERASHE, PQH=iH
17

For defined the sterilization equipment, IQ, OQ maybe experience one time, PQ shall be conducted

for new products or new sterilization cycle.

7.1, REMBA AQ)

7.1.1.7& % Equipment

7111 REIEPERNREEEREHENREHEFSRITAE;

The sterilization equipment and all ancillary facility shall comply with the design specification.
7.1.1.2. REREFULAFEBERANREINE;

The equipment design shall comply with the safety standards.

7.1.1.3. EHEREWRERESF, RMEEFEBERRT:

Shall regulate the equipment operation procedure, including but not limited:
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a. B—ISHRMESRE;

Per step operation procedure

b. P&EIENR, HFERYHERAALIRIETE;

Malfunction status, malfunction indication and actions.

c. HEPFIIE; Maintenance and calibration

d. FBARIZFHELRABE; Technical support contact name list

7.1.2. =EMIA Q)

7121, BEHNREMEXNBRSNHFEEFAMLIEER. ZENFSHEXERMBXAERZER.
Equipment installation and related service shall comply with the architecture and engineering
drawing’s specifications. Installation shall comply with related country and region’s regulation.
7.1.22. BEMNREHABNER, HHEHERNASRMRE, I FERRB (R githiEr)
AT ALY

The supplier shall be responsible for the equipment installation, providing related protocol and
completion report. plant shall review and accept the equipment according to the requirement of
{production equipment control procedure)

7.1.2.3. NFE EO WML E£FHINE, MRTAERARE, RIEERREFEEXK;

The EO cylinders storage condition shall be controlled, to assure that the EO not to be polymerized,
and the gas quality complies with the requirements.

7124, EREWIART, NEAREHRATREEIENNXEEHIERE;

Before equipment installation, all measures shall be calibrated.

7.1.25. REWHNELR, BRI, REMOEBMIENERRBHATESR;

The drawings, plumber distribution and other ancillary facility shall be confirmed .

71.26. ZREIEPNARSGHENNITAEINZITFRESRENZMW, HIERE 0Q WitREF;
During installation, the system design change shall be evaluated (EO sterilization affection) and

document in the OQ validation report.

7.2. EBiTHIA (0Q)
7.2 FEBITHRIART, ETERATEN. 1546, HRI0RNNEE (BN HERE;
Before OQ, all measuring,control,indication and record measures (including testing measures) shall

be calibrated.
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7.2 2 BEMIANIERA B R B R FREENEREENIBITIREN RERE;

Shall confirm that the equipment that installed can deliver the defined sterilization cycle
reproducibily.

7.2.3.3% (ETO FERZRMEWIEFBFIANIERF) MR &HIT OQ WIEFBEFHIA.

According to the { plant equipment operation validation and re-qualification procedure) to conduct

0OQ and requalification.

7.3. MHEEREIA (PQ)

7.3.1. 2 General requirements

7.3.1.1. MR BIRIIE M REFA R E YERE TN, HEIRERRER & E#1T;

PQ validation includes PPQ and MPQ and is conducted in defined sterilizer.

7.31.2.  fEIIAFARE, REXTR 8% ZRER. KERTSHE, HEEHITHRERIE.
FRAEEBE FRMIEE, #iom, Bi=m. BREAMER A NS EWIER~mEBFEM EO i,
ALUBIMA B BRI =@ EO fIT4H. 1R EO it X T EWIE~Mmek PCD, FTEH) PQ w41k
i

PQ shall be conducted once introduce new product, modified product, package, load configuration
or cycle parameters change excluding through equivalence evaluation, the EO resistance of
validated products with new or modified products, package, load configuration are same, that can

adopted into current product family or EO processing group. Once the EO resistance is higher than
current validated product PCD, full PQ shall be conducted.

7.3.1.3.  MREWUERTLAE A P& mE S T EHE S mAR R, IERR IS & RE P Hr S0 32 A KB
B2, FHEEBIAFNITEFRIEKTF 10°,

PQ validation shall use saleable products or non-saleable materials, demonstrating the equipment
can deliver the sterilization cycle reproducibily and attain the required SAL 106

7.3.1.4. NHEFBIRERN, SIERHEREN, PCD AIEEF;

Shall regulate the sterilization validation method, including the choice of load configuration and
PCD.

7.3.1.5. N ERMEATHE "M, NERIESREX“mLE;

During PQ study, shall define the products disposal once using saleable products.

7.3.1.6. PQIIEHFFIEMRIRE RS, NAZERBMENRERE;

The PQ validation load shall use most challenge routine load.
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7.3.1.7. MRWIERBBAENRIIER, HIHEEXREDGIZAFMN;

Once PQ has different load configuration, shall evaluate the sterilization effect.

7.3.1.8. MREAELERE, HBERMNTRERRN~RESFRIXTRERSNRNERE;
Once the dunnage load to be used in the PQ, it shall be the same or higher challenge than the most
routine challenge.

7.31.9. WMRFREHEWIEIREFEEREH, NE 2 X REEERP TS, —MRGLE~5R
KRB T — N REBIRNBEIRRME, ZWHBEIMEL A ZHNRE/F;

Once adopt re-used validation load, it shall be fully aerated once the second cycle starts, the first is
to prevent the residual kill affecting the MPQ, the other is to protect the operators.

7.3.1.10. REEPEPEAUFERTRT, RFE 1SO11140-1 WEK, HESEWIRRTIMDEL
1%

Once validation process adopting Cls, they shall be comply with the requirements of ISO11140-1,
and in combination with Bls and physical profile.

7.3.1. 1M BIEF 2R AR E IR RE T4 1S011138-1:2006 & 1SO11138-2:2009 5 5. 9.5 I4rHY
Cls used in PQ shall comply with the requirements of partial clause of 1ISO11138-1:2006 and
1ISO11138-2:2009 section 5 and 9.5

7.3.2. MM RERRIA MPQ

7.3.2.1. MM RERIA N IIE R E N RETRIFAR AL E T ERIEKRTE (SAL) IGIEFESR
ERREHERHIT;

MPQ shall confirm the predefined sterilization cycle in defined sterilization cycle can attain the
required SAL.

7.3.2.2. WEMMEEERIE (MPQ) ROERAA~& (PCD) /3REIEIEERNEIEAILEITEER SAL;

MPQ shall demonstrate PCD and load in defined sterilizer can attain the required SAL.

7.3.2.3. #%$% 1SO11135:2014 MR A 3k B WIF57%, SERSTBAMEERAE REZEATE, MMIERR~m
FEIRIEKFE;
Choose one of the method in annex A or B of ISO11135:2014,or fraction-negative method to define

the EO exposure time, so as to assure the product SAL.
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7.324. MRREIRESHRE—NHALANKREEPIIN, REDHEERARESE~RAINKEE
A ZEDHIT=/NE AR AR UAHARERII S HR BN ;

Once the sterilization cycle parameters is realized in a development chamber, the PPQ shall be
conducted in the production chamber at least three fractional cycles or half cycles to confirm the

cycle parameters effectiveness.

7.325.  MREMFEAHEREITHITHEFHEERIA, EFEAPRALERE, MENAERSRE
(IPCD) HFERRAM, shEHERE (EPCD) FIER4sr £/~BAM, JiEER EPCD M1t XTF IPCD,
HARATENRELET;

Once use half cycle approach to perform PPQ, after completion of the half cycle, all IPCDs shall

show no growth, partial EPCD may show positive, that demonstrate EPCD’s EO resistance are

higher than IPCD, and can be used routine sterilization.

7.32.6. WXRA D EHEXRERENE, FWAEFEAREIFIED, FE IPCD R RMAM, D
EIHEIEN 1ISO14161:2009.

Using D value calculation method to define the EO exposure time, it is necessary to confirm that all

IPCDs shall no growth after completion half cycles.

7.3.3. 43R RELRIE PPQ

7.3.3.1. YIBMEEIIER A : PPQ validation

a. EMKEERHNKNEBIIFENEESZ IR acceptable validation load

b. IIERVEINM Process reproducibility

PPQ B & 3 EERIENR, DME~mERERE ST, NMisERKRENTRE (FR
BtE) BRE. PPQ ATLAAN MPQ EIRTi#T, 1B7E 3 M EERREN G, ELVBHIT 2 EALRENE
1T

PPQ shall include three consecutive test, to confirm the load physical profile and determine the
minimum temperature entering the preconditioning room (or sterilizer). PPQ can be conducted in
parallel with MPQ, after three half cycles, at least one full cycle shall be conducted to confirm the

load physical profile.
MRGIERMREE AR TIIERME T XWEER: FE, —ER&ZFIEEIT. SMRETRER
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RE, TEHITEIN=A3EHAER.
Once the validation failure is due to the unnecessary factors like power off, facility malfunction,

external monitoring facility malfunction, no need additional three half cycles to be conducted.

7.3.3.2. M EEMIAERIALLTAE: PPQ shall confirm listed aspects:
a. NBEHENTRIE (WER) REENSERMNEEE;
Determine the minimum temperature entering to the preconditioning room (if used) or sterilizer.
b. NWMEMAGERRE, FREHEEETEE;
Define the load temperature and RH range after completion of the preconditioning.
c. MNHETMMLARGZERNEIAH T A~ miLishtE;
Define the transfer time after completion of preconditioning and start of the sterilization
d. WMREMAESHHIT, REENIZR:
Once parametric release is adopted, the sterilization cycle shall document:
i. BRTEESUH EO SIEENBIREIES;
Confirm fully vaporized EO gas injected to the sterilizer
ii. #IAEOCEANIREFRENNEF, FAIEMRMNES, 5 EOKRE;
Confirm the pressure rise during EO injection, EO weight, or EO concentration.
iii. FIARBEEN~mAREEMEMSH (WER);
Confirm the product physical profile in the sterilizer(if necessary)
iv. FIAREER = RERINRIEE 27 ;
Confirm the load physical profile in the sterilizer

v. BAREAREIE - SREBURE ST .

Confirm the load physical profile in the aeration room
7.4. BUFRIEERZFNHEE Review and approve the validation activities
HITUERN X WIS R MBURAITHZ, BEAFIENER, HHEREIIERS.
This action is to review the validation results and data that attain the validation request.
7.4.1.78 PQ ¥IESERNFHIART, KIEETY 5,6,7 AR HIEKFERINIES R, HHAEERN RERT S,
KEF, REMBXATATEGIVERER;
Before PQ validation activity, according to section 5,6,7 to complete the validation protocol, to

determine the sterilization cycle. Through customer , quality department and relevant person review
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and then valid.

7.4.2 34 TIERYAE X A BRI TSI

To train relevant person related to the validation activities.

7.4 3 ZBWIES RHTEREIE, ARIESEPELERE, FTHERENRERIENFE, AT
THEHFRERERERSSD, AHHFRNRERESHEEIE.

According to the validation protocol to conduct the validation, once deviation occurred, need to
evaluate the sterilization validation affect, and acceptable rationale will be documented in the

deviation record, and approved by the reviewers and approvers.

744 FEFSRIREEN. 1Q. 0Q. PQ, UREMERFAIEFERFIEPF=EMEERNEEEN
BRER, HEZHEMESESINE.
Production definition, IQ,0Q and PQ, Bls incubation results and other information collected shall be

documented, and review the results complying with the acceptance criteria.

7TA5WIEEERE, SEREARSE, HERE, HXORAMBREZAO#LE.
After completion of validation, complete the final report, reviewed and approved by quality

department, related person and customers review and approve.

7.4.6. IR E MRS 5 | FiFANIIES~ M. RHIEX, KEETSH, 82U THE:
Validation report shall detail the validation product, load configuration, cycle parameters, including

listed aspects:

E: BETLURISAZIMEE DT HARTEIRBE (AP/T)

Note:Rate can be confirmed through time and pressure change (AP/T)
a. FEAFPAERRRIMEEE ;

Minimum ambient temperature entering to the preconditioning room

b. FEERTEFAAEIRIEE], FAERLRE. BE

Preconditioning time, precondition room temperature, RH.

c. mEHANRE. BESM
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Product load physical profile

d. FRGEREN~mEHRNRTECE
The product load temperature and RH range after completion of preconditioning.
e. WAETMALRGEZENEFIRR~mIE S8

Define the product transfer time after completion of preconditioning and start of sterilization
f. REAEZEMHETER

Initial vacuum level and vacuum rate

1. EZFREREFHTESR

Vacuum retaining time and leakage rate.

I HETERBERCENE

Note: The range of vacuum rate

g. AIE/FIESIFEERE

Conditioning/moisture dwelling time

1. EHZEWERBINBESENRER, HENEE

Pressure change/ the rate to attain the initial vacuum, RH

2. ZESPRENHFEZRE (WER)

Steam pulsed injection /vacuum time (if necessary)

3. REHERE (The sterilizer temperature)

4. AIBREAST SR FHRIERE 9% (The product load profile after conditioning)

5. EO S&F NFNKE & & ATE)(Vaporized EO gas injection and EO exposure time
h

~

REfEEE Rinse

‘}
R

1. EZREFMEZLR (AP/T) Vacuum and rate
TEMS AT EESENE HTUFIER (AP/T) Inert gas /filtered air injection pressure change

m

N

and rate.
3. EERXH Repetition times

fZ#T Aeration

1. f@RATIELRE Aeration Time

fEfrIEIEE HZE L (357A) Pressure change of aeration room (if used)
fEATIE AV XX B Air change rate of aeration room
FEEREEERYEE 5% Product load temperature profile

0D
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747 HZRASEHIT, WIERENES:

If parametric release is adopted, validation report shall include:

1. EEENAKEEREXHEE

Directly measure RH of the sterilizer

2. EEENKEERA EO KRESEE, ATEISHMITIRE

Direct measure the range of EO concentration of the sterilizer, to establish the parametric release
criteria

3. ELAMNMRERLENREENRRE

At least two temperature sensors to monitor the temperature of the sterilizer

8. EHMRNEITELMANITH] Routine sterilization process monitor and control
8.1. EMEIEEAEWIENRERIFX = miETRE

Routine monitor is to use validated sterilization cycle to sterilize product

a. EFRHEFEFHROKEREIFMICR, LR~ RIERHITIRE

Record and document per sterilization cycle, to attain the release criteria

b. FMmEANTRENERIMEEE

The minimum temperature entering to the preconditioning

c. FmFEANREENSKEE

The minimum temperature entering to the sterilizer

d. R TRIE T AR A ]

Preconditioning time

e. TRARLERZEREHIRHIFTIE)ERR

The transfer time from completion of preconditioning and start of sterilization
f. FEEXREEANTILIE

Conditioning in sterilizer

g. EOFAFMKEREAIE

EO injection and exposure time

h. RERZBMERAREMES

The temperature and pressure of EO exposure time

i. MREDEARESENTZLFSYE, Z0A—MUATHXERNEFIA EO SEENKEE
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Once pressure is as the main control parameter during sterilization process, at least use one of list
inferior measures to confirm that EO gas entering to the sterilizer
1. EO jKE EO concentration

2. EO E=2#rYED EO weight reduction

3. f{&£H EO Y{4#1 EO volume used

j.  EO ;FAFBHE EO injection time

k. TEMESEEN (EA) Inert gas injection (if used)

. RERERE EO exposure time

m. REHEHHEZATE Vacuum time

n. REZERBBFRXBFENZWL (AP/T) Rinse time and pressure change

o. MR BYE. BE. EATWL GERERET) Aeration, time, temperature , pressure change (if

negative aeration adopted)

8.2. MREMUEITFEREMIETH, NIFEET 6.6, 6.7 WEXR, MREHNKITH PCD 51IEEH
) PCD [, ME EO #iftZE /> =>MPQ BfgY PCD.
Bls used in routine monitoring shall comply with the requirements of section 6.6,6.7, If the PCD that

is used for routine release is different from that used in the MPQ, it should be at least as is the PCD
used in MPQ.

8.3. WRHABHIEXRAUFETH, NFAET 6.8 HEXK.

Cls used in routine monitoring shall comply with the requirements of section 6.8.

8.4. WMEASHIMIT, FRHEUTHME

If parametric release is used, listed requirements need to be satisfied

a. HIEWNKEHEREXEE Directly measure the RH of the sterilizer

b. REHERZELEENEERL At least two temperature probes in the sterilizers

c. HIEKNKEIER EO MKE Directly measure the EO concentration of the sterilizer

9. RE~mBIAIT Product release
9.1. NMUXHFABRE—EF” S KNEFRENSISIERN KEMEIRSH
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Document per product sterilization standard and validated sterilization cycle parameters

a. WAEAREIEFHINCRBBRETESEER

Define the acceptance tolerance of the recorded data

b. FIANEIERTEREAM

All Bls show no growth

F: REFREEXNBITAIAI G FZH RNKEER (W EO/ECH) 3%, AFRAIEMNK.
Note: Other test results like EO/ECH residuals , endotoxin and physical testing shall be needed

before sterilized products release.

9.2. MRIENHFEMITINE, NLAERERS, BHERRE. MRIZFHITHZHEL, NFHIA
REAERLTE, MRAERHNETE, BRIHEGE, TEHITELENGIE, MREEATE, NFE
AT RYIEIE -

Once the process doesn’t comply with the release criteria, the deviation report shall be initiated, and
start the investigation. Once the equipment is maintained or changed , it is necessary to evaluate
the impact of the sterilization process. Once determining the minor change, no full validation is

needed, once deemed as significant change, full validation needs to be conducted.

9.3. MRRE~MRBFE 9.1 HEX, REAFRBNEHAIEA “TEK” =m, & (TERIEHIRE
FF) BIERIHITRE.
Once the requirements of section 9.1 is not satisfied, the sterilized products are non-conformity

products, shall be handled according to  {non-conformity products control procedure)

9.4. MRHEM~RATEIE, HERAENTTE~mAITINES BEFHITRIT.

If saleable products are used for validation, the disposal shall comply with the products release
criteria.

E: XTRMHURRREFMBITER, I 1S011135:2014 Mk E BIHIAR.

REF @R ZREMBITIVT (REREMBITIERF)

Note: For single batch product sterilization and release requirements, see ISO 11135:2014 annex E.

10. REBIASHEWIEALE Cycle parameters effectiveness maintenance

10.1. 20 General




Page: 19 of 22

hi7s: 01

EXHER:

/s K& R NERIERAESIIEF
EO sterilization validation, requalification control procedure

10.1.1. RRE = RN AR E M The product bioburden shall maintain stable

10.1.2. AT=EH) HNREIRRMNEMERNER CNEMIEIEREESER) PIREHITERR
3,

The measures used for control, monitoring shall periodically calibrated according to {measuring

and monitoring control procedure)

10.2. & 4E4P Maintenance

10.2.1. REBIEFXHERITRIF L4 iR, P RFIEFMETER EHIERRZILA
HEXHEZR. HXEEXK.

Perform the equipment preventive maintenance according to the defined schedule, the

maintenance procedure

10.2.2. YE4PIRFFSERM A MEFIERE, HAUERERNE.

Complete the maintenance and documented, the routine sterilization sterilization can be started.

10.2.3. FRERZHEIFRFICE, EPRFITX, EFMIERNBEEARTACHEZ, HICRHZ
ZER,
Archive the facility maintenance record, maintenance schedule , procedure and documented, and

then the designated person periodically review the results and document the review results.

10.3. B\ Requalification

10.3.1. BEX 1Q,0Q,% PQ #1TEIE, Ba&iHhER, AMHABMIANEEE, S8R En
EREMFERRABARERTSHNFEANE. BEEEBRANASA 12MBE1 418, aEF
BRHER, SEPHEHITERIA. IHERWRERIEERIZR.

Per year review the 1Q,0Q and PQ reports, including assessment sheet so as to confirm the extent
of requalification activities, including equipment stability and through microbiological study to
confirm the effectiveness of the sterilization cycle. Normally requalification shall be performed within
12 months £ 1 months.Once the customers have additional requirements, cooperating with the

customer to conduct the requalification. The assessment shall be documented.

10.3.2. MRBIAIREFAMREBFSHIELE MY SAL, NEEREFHREERAEE.
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ERAEN—ER5y, MERZRINE MmN SAL, HiFEEERNMKE, REEIERTEEERIEK
B9 SAL, MIMZIFHRERIASE, KT PQ,LUARIE KA SAL. BEMEEAETRTE A
HERIER, LEFRIT (TERRITHIRERF).

Once the sterilization cycle parameters cannot attain the require SAL during requalification, the

investigation shall be initiated, as part of the investigation, the previous sterilized products.

10.3.3. MR FHRIAEE, AR, REMBENNYERRE (L) WXXHicR.
Document the requalification data,protocol,report and relevant correct actions record (if

necessary)

10.3.4. MAERFLWREABTISEIZREX AR, RBEMASRET, WEFPBHEHREKR, 5
BRI EERIA

According to the sterilization cycle definition period, according to the requalification protocol to
perform. Once the customers have special requirements, coordinate the customers to conduct the

requalification.

10.3.5. MRBMHING P LI RERASEIEHE~RIERIEKTE, NFERREHREEND
L IETaRGHERE, 1EABREN—ERS, NMXZBIRER~Mm SAL #THM, HEEERMKE. R
BELE RN BRNERTSH T REIEEIZEKRAY SAL, NI THE PQ LA FIFV KA RIS,
WEMEENEREUAXGERIER, LERIT (FERmRITHRER)

Once requalification cannot satisfy the product SAL with defined sterilization cycle, initiate the
investigation and related correct action, as part of the investigation, the previous sterilized products
shall be evaluated.Once the investigation indicates that the sterilization cycle cannot satisfy the
required SAL, the full PQ shall be performed to define the new sterilization cycle

parameters.Investigation and subsequent actions shall be documented.

10.3.6. MIRFFEAIAKE. AR, MEMERARE LM IEMPHERA X HIEER.

Document the requalification data, protocol, report and relevant deviation and corrective actions.

10.4. T Ei¥{# Change control
1041 M FREERE, &R KREEZ&. KEEFRSHTE R TG EN KA FER 0.
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Evaluate the sterilization effect for the sterilization process, products , equipment, cycle parameters
change.

10.4.2. %7\ IPCD ¢ EPCD BB, MIBERMERTHIA.

Confirm the appropriate of the IPCD and EPCD, if necessary reconfirmation is needed.

1043 FRRPBERNLETERN, MTEHEERMY, ThHOERUTHERICRAGIHE
Evaluate the suitability of the product load change, document the result and approved.

10.4.4. BXREERE. & RN EHALAETERN, BEHAITEE, ATIHARETELEER
HEATIIE

Once sterilization process , equipment or product and load configuration have changed, shall
evaluate the sterilization effect to determine the full validation is necessary or not.

10.4.5. EMHEIIEE XY, 0Q 3 PQ WMXLHESEER, NERTENEERE.

During product definition, performing OQ and PQ, shall consider the extend of the change.

10.4.6. WERER, BIEMMARERRXE, 1T (EEIEHEF)

10.4.7. The evaluation results , including decision making, shall follow {change control procedure)

10.5. Z34I8F Equivalent validation

10.5.1. T FEZFZME Process equivalence

FERERERESHMNERE, BE 1QO0QKIE, FlEE A NME—#AEMmARSFYN;

The equipment with same sterilization cycle parameters, through 1Q, OQ validation, using listed one
of the methods to qualify the equivalence.

a. SERAMNKEEAHENBERNRERITSHAEE

The sterilizer can deliver the same sterilization cycle parameters reproducibility with the previous
sterilizer.

b. AR MPQ FRIAF=REEBIAZIFAER) SAL, K PPQFIAZREZD S MH—BE, RABKH
MPQ/PPQ B3R R AL ISR FH RS-

Using reduced MPQ to confirm the products SAL, and through PPQ to define the product load
physical profile. The rationale shall be documented.

c. MNHEAFEMIPALE X RmFNEEEHIF M

Shall confine the affect of the load configuration in different geographical position.

10.5.2. FE&RIB N Product adoption
MEHTRECWIFEHN~ZRBNENSEE (IPCD) BHEEISHE /A EO futt, @A LLEN
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NIMBW~miks EO T4, M~ AERIEN~mIRERKKE (IPCD) #HITITM, &

HILER, BIEMEARERIAHRERIER.

Once the EO resistance of new products are same or lower than current validated products or IPCD,

the new products can be adopted to current product family and EO processing group.Evaluate the

new products and validated products and IPCD, document the evaluation results and decisions.

10.6. 1Q,0Q,PQ X 5| MrYtrfE. Xt REFEARAES.

The cited standard , document, spreadsheet of 10Q,0Q,,PQ shall noted document version.
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