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別 添

4.05]M[icrObi010gical ExaminatiO■ Of Nonosterile Products

6挽a盟評 ゎ re2ど 2s協 ″智.

This chapter includes lnicrObial enumeratiOn tests and tests fOr specitted lnicrO‐
Organisms.

For the test,use a lnixtulre of several portiOns selected at randOm frOIn the bulk Or fleom the

contents ofa sufrlcient number OfcOntainers.Iftest specilnens are diluted withユ
uid lnedium,

the test shOuld be perfOrmed quickly.In perfOrlling the test,precautions lnust be taken tO

prevent biohazard.

I.MicrObi010gical ExattlinatiOn of Non‐ sterile Products:MicrObial EnuEneration Tests
These tests are harmonized with the European PharmacOpOeia and the U.S.PharHlacopeia.

l lntroduction

The tests described hereatter will allow quantitative enumeration ofmesophilic bacteria

and fungi which lnay grOw under aerobic cOnditiOns.

The tests are designed primarily to determine whether a substance or preparation cOmplies

、vith an established specincation fOr lnicrobiological quality.When used for such purpOses

fol10w the instructiOns given below夕 including the numbも r Ofsamples tO be taken and
interpret the results as stated below.

The lnethods are not applicable tO prOducts cOntaining viable IIlicro‐ organisms as active
ingredients.

Alternative llicrobi010gical procedures,including automated lnethods,Inay be used,

provided that their equivalence tO the PharmacOpoeial methOd has been demonstrated.

2 General Procedures

Carry Out the deter■ lination under conditions designed tO avOid extrinsic lnicrobial

contattlination Of the prOduct tO be exaHlined.The precautions taken tO avoid contallination

must be such that they do nOt affect any lnicro‐ organisms which are tO be revealed in the test.
Ifthe product tO be exa■ lined has antilnicrobial activity,this is insofar as possible removed

or neutralized.Ifinactivators are used for this purpOse their efflcacy and their absence of

toxicity:br lnicro‐Organisms must be demOnstrated.

If surface‐active substances are used lbr sample preparation,their absence Of tOxicity:br

HlicI「o―organisms and their compatibility with inactivators used must be demonstrated.

3 Enumeration Methods

Use the lnembrane iltratiOn lnethod,or the plate‐ countェ■ethods,as prescribed.The inOst

probable number(酌 IPtt methOd is generally the least accurate lnethod for lnicrobial counts,

however,for celrtain product groups with very low bioburden,it lnay be the lnOst appropriate

method.

The choice of a lnethod is based on factors such as the nature ofthe product and the

required lilnit Of lnicro‐organisms.The lnethod chosen lnust allow testing of a sufflcient

sample size to judge compliance with the speciflcation.The suitability ofthe chOsen method
must be establishedt

4 Growth Promotion Test,Suitability ofthe Counting Method and Negative Controls

4‐l General consideratiOns

The ability of the test to detect lnicI「o‐Organisms in the presence ofproduct tO be tested

must be established.

Suitabihty lnust be conflrmed ifa change in testing performance,or the product,、 which lnay

affect the outcome ofthe test is intrOduced.
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4‐2 Preparation oftest strains

Use standardised stable suspensions oftest strains or prepare as stated be10w.

Seed 10t culture lnaintenance techniques(seed‐ lot systems)are used sO that the viable

micro‐Organisms used forinoculation are not more than 5 passages remOved from the oriぶnal
master seed‐lot.Grow each OFthe bacterial and ttngal test strains separately as described in
Table 4.05‐I‐1.

Useあ ど娩 万θどsθ冴ど盟 冴筋Orideフqβしonθ so■uttθコP〃 ZθorP必〕sp力2わ め2FFer sar口しまoBPダ Zク
to lnake test suspensions;tO suspendィ 4.″呼 r spOres,0.05 per cent ofpolysorbate 80 1nay be

added tO the bunttr.use the suspensions within 2 h or within 24 h if stOred at 2-8° C.As an
alternative to preparing and then diluting a fresh suspension ofvegetative cells ofッ 4,コFttrOr
ユ swわし=工is,a stable spore suspension is prepared and then an appropriate v01ume ofthe spOre

suspension is used fOr test inoculatiOn.The stable spore suspension may be lnaintained at 2-

8°C for a validated periOd oftilne.
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4‐3 Negative colltrol

To veriltt teSting conditions a negative controlis performed using the chosen diluent in

place of the test preparation.There must be no growth oflnicro'organisms.A negative control
is also performed when testing the products as described under 5。 A failed negative control

requires an investigation.
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4‐4 Growth proIIIotiOn Ofthe IIledia

Test each batch Ofready‐prepared lnediuェl and each batch Ofmediun■,prepared either i■om
dehydrated lnediuln olfttrom the ingredients described.

h∝胡抗ep研位ons/phtts Of c2効砕わ錫
手銘ぎ重電

筋and篤
毬賓塁監誰&旋拾モ辞曳話智

g2rwith a small number(■ Ot mOre than 10o cFU)
40H■,udng a separatt po丸お■/platt Ofmed光

品角猛暦私ilD網予解務を5ケあθtta″が―dextrOse 2g2rwrith a small numbeI

Ilicro―Organisms indicated in Table 4.05'I‐1,using a separate plate oflnediuコ n lbr each.
Incubate in the conditiOns described in Table 4.05‐I‐1.

FOr solid IIledia,grOwth obtained lnust nOt differ by a lhctOr greater than 2 1■
Om the

calculated value fOr a standardized inoculum.For a freshly prepared inOculum,growth Ofthe

lnicrO‐Organisms cOmparable tO that previOusly obtained with a previously tested and

approved batch Of hediun1 0ccurs.

総描器持品瀞協繊甜艦説謎lf縮紺宵鑑舌謎艦縄 .悔
4‐5 Suitability Ofthe cOllnting lnethod in the presence ofproduct

4‐5‐l PreparatiOn ofthe sample

The lnethOd fOr sample preparation depends On the physical characteristics ofthe product

to be tested.If nOne ofthe procedulres described be10w can be demOnstrated to be satisfactOry,

an altelrnative prOceduI「e must be deve10ped.
薄 ater‐ AS冴 ど bヱ epttGが 町 族 >_Diss01ve or dilute(usually a l in 10 dilutiOn is prepared)the prOduct

t o  b e  e x a m i n e d  i nわ江わ竹ょ99て方″盟 chヱ0五deフωけ22θ S冴″冴あ Pr  Z 2  P t tθ響力2ゎぁ″盟歩
sohttθ tt P〃 Zク Or c2sein歓 移2わ θ2盟 あをaサ brOサ必.Ifnecessary attuSt to pH 6-8.Further

dilutions,where necessa呼 ,alle prepared with the same diluent`
ハら辺‐/2けら匂匁りど“σtt rbsO■ubェeゴわИ26c一 Suspend the product tO be exallined(usually a l in 10
d i l u t i o n  i s  p r e p a r e d ) i nわュ艶 r eダ切 渉 ″辺 c h工0五d e″ 勧 2θ S O■u t tθ″P r  zα  P t tθ呼 ぁ た わ辺拷F
s o h冴 例 P〃 z 2 0 r  t t s e i n  s o / 2わθ2コ 成 野 sサ肋 筋 . A  s u r f a c e‐a c t i v e  a g e n t  s u c h  a s  l  g / L  O f
P01ysOrbate 80 may be added tO assist the suspension ofp00rly wettable substances.If

necessary attust to pH 6-8.Further dilutiOns,where necessary,are prepared with the same

diluent.

ゴちけケ P幻 ダ,C泳■一Diss01ve in isOpropyl myristate,sterilized by ttltratiOn Or lnよ the prOduct tO
be exalnined with the IIlinilnu■ l necessary quantity Of sterile p01ysOrbate 80 or anOther

non‐inhibitOry sterile sulrface―active reagent,heated if necessary to not lnore than 40° C,or in
exceptional cases tO not lnore than 45° C,WIix carefully and if necessary maintain the

temperature in a、 rater―bath.Add sufflcient Ofthe pre‐ warmed chOsen diluent tO Inake a l in
10 dilution of the Ottginal prOduct,Mix carefuny whilst maintaining the temperature for the

shortest tilne necessary:or the formation of an emulsion.Further serial tenf01d dilutiOns lnay

be prepared using the chosen diluent cOntaining a suitable cOncentration of sterile

p01ysOrbate 80 or anOther nOn‐ inhibitory sterile surface‐active reagent.
rY口fds θr sOttids,ね2θ】θs冴 文ァz卜_Aseptically transfer the product into a IIlembrane丘 lter
apparatus or a sterile container for further sampling.Use either the total cOntents or a

deined number Of metered doses壺 OIIl each of the cOntainers tested.

rra″ sderm2プ P2虎 お a労 _Remove the prOtective cover sheetsぐ `release liner力
)ofthe transderIIlal

patches and place them,adhesive side upwards,On stelrile glass or plastic trays.COver the
adhesive surttce with sterile porous lnaterial,fOr example sterile gauze,to prevent the

patches from sticking tOgether,and transfer the patches tO a suitable vOlume Ofthe chOsen
diluent cOntaining inactivators such as P01ysOrbate 80 and/or lecithin.Shake the preparation

vigorously for at least 30 Hlin.

4‐5‐2 1noculatioll a■d dilutiOn

Add tO the sample prepared as described above(4‐5‐1)and tO a cOntrol(Hァith no test
material included)a sufflcient volume ofthe lnicrObial suspensiOn t0 0btain an inOcululn Of

not more than 100 CFU.The v01ume Ofthe suspension ofthe inoculum shOuld not exceed l
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per cent ofthe v01ume of diluted product.

To demOnstrate acceptable■ licrObial recOvery l■oln the prOduct,the 10west possible dilutiOn
factOr ofthe prepared sample l■ ust be used fOr the test.鞘Ъere this is nOt possible due tO
antilnicrobial activity or pOOr solubility,further appropriate protoc01s IIlust be developed.

Ifinhibition Of grOwth by the sample ca■ not Othewise be avoided,the ahquOt Ofthe
rllicrObial suspensiOn IIlay be added aier neutralization,dilutiOn Or ttltration.

4‐5‐3 NeutrahzatiOn/reE10Val ofanti■ntcrObial activity

The number OflnicrO‐ Organisms recovered IIoIIl the prepared saElple diluted as described in

4‐5‐2 and incubated f011。wing the prOcedure described in 4-5'4,is cOmpared tO the number of

micro―Organisms recovered frOIIl the contr01 plreparation.

If grOwth is inhibited(reductiOn by a factOr greater than 2),then l■ Odify the prOcedure fOr
the particular enuIIleration test to ensure the validity ofthe results.MOdittcatiOn of the

procedure IIlay include,fOr example,(1)an increase in the v01ume Ofthe diluent Or cuiture
medium,(2)incorporation of a speciic Or general neutralizing agents into the diluent,(3)

membrane rlltratiOn or(4)a combination Ofthe abOve ineasures.

丹bytr2■izing 2どでコサ3-―Neutralizing agents lnay be used tO neutralize the activity Of

antilnicrobial agents(Table 4.05‐ I‐2).They lnay be added tO the chOsen diluent Or the lmedium

preferably befOre sterilizatiOn.If used,their ettcacy and thelr absence OftOxicity for
llicro‐organisms l■ ust be demonstrated by carrying out a blank with neutralizer and withOut

product.
If nO suitable neutrahzing l■ ethOd can be found,it can be assumed that the failure tO isOlate

the inoculated organism is attributable to the lnicrobicidal activity ofthe product.This

information settes to illdicate that the article is not likely to be contaminated with the given

species ofthe micro‐ Organism.However,it is possible that the product Only inhibits sOme of

the llicro'organisms specitted herein,but does not inhibit others not included amOngst the

test strains or for、vhich the latter are not representative.Then,perforln the test with the

highest dilution factor cOmpatible with ttlicrobial grOwth and the specittc acceptance criterion.

interFゃli強営皐tlbstaBte P,3●■1こ傘'お〔むtinは2int ittenis/metllo8

Glutiraldchydc,い再crぐuri■ls SOdi‖Fn hrdrOをCn sui「ttc(Sodiun bisutttt0

Phenolicsi Aicohcli畑 ぼ品brdes.Sorbatc

Aldchydes

QuatCrnary Anmo問t脱m Compounds(QACsj,
Pttrahydro米ybcnzoates Gュ,Hbens),

Bis‐bttuanidCS

QAC,Parabcns,【 odin● Pol▼斡rbatc

Tttogiycc■ate

Mercurials,Halogcns,Aidchydes 軸 osttfat●

EDTA(edetatCl MB or Catons

4‐5‐4 Recovery oflnicro‐orgalllsm in the presence ofproduct

For oach ofthe lnicro‐organisms listed in Table 4.05'I‐1,separate tests are performed.Only

Hlicro‐organisms ofthe added test strain are counted,

4‐5-4‐l Membrane Sユ tration

Use rnembrane fllters having a noHlinal pore size not greater than O.45 1nm.The type of

fllter lnaterial is chosen in such a way that the bacteria‐retaining erlciency is nOt afFected by

rabie 4.llS,1‐2  Commoll tcutralittl13 agents/恥 cthod ror intcrfcrin3 Substanccs



塩摺】8:挙1見主塩総 塩温屯程Ptt Fttetthぱthe血ぃ研ga航sms htted血

竹盤鋪;ど謎盤i3す]獣絆岳温群;錯程置私晶]盟艦鮒苫3孔盟盤。的th翻
批骨tier,fllter immediately and llinse the lnembrane ttlter with an appropriate

For the determinatiOn oftOtal aerObic micrObial cOunt(TAMC),transfer the membrane

fllter tO the surface of θ 2sehsの 2わ θ2辺 ユニgesサ 2ョ 2二 FOr the deterElinatiOn oftOtal cOmbined

yeastsた■Oulds cOunt(T地 コにc)transfer the membrane to the surttace ofも あわθrF22が ‐■eXttse
2ど2二 Incubate the plates as indicated in Table 4.05‐ I‐1.PerfOrm the cOunting.

4‐5‐4‐2 Plate‐cOunt IIlethods

Perfor■l plate‐count methOds at least in duplicate for each IIlediuIIl and use the lnean cOunt

of the result.

4‐5‐4‐2‐l POur‐plate lnethOd
FOr Petri dishes 9 cm in diameter,add tO the dish l mL Ofthe sample prepared as described

under 4-5‐ l to 4‐ 5‐3 and 15-20 1mL Of ttseiュ sヮ 密 わθ2辺 ユエ揮 Sけ 2夕 FOr 5ち わθ逆 &冴 tF―ユettrOse

2ど2ち bOth lnedia being at nOt lnOre than 45° C.Iflarger Petri dishes are used,the amOunt Of

agar lnedium is increased accOrdingly.For each ofthe EliCrO‐ Organisms listed in Table
4.05‐I'1,at least 2 Petri dishes are used.

Incubate the plates as indicated in Table 4.05‐ I‐1.Take the arithmetic lnean ofthe cOunts

per mediun■ and calculate the number Of CFU in the OriginalinOculum.

4‐5‐4‐2‐2 Surface‐spread lnethod

For Petri dishes 9 cm in diameter,add 15-20 1nL Of c2se■ nsり 密 か錫 辺 ダ老″sけ 2夕 r Or

励 わθtta2か dextrOse 2ど 夕Fat abOut 45° C to each Petri dish and al10w tO s01idiI予 .Iflarger Petri

dishes are used,the v01ume ofthe agar is increased accordingly.Dry the plates,fOr example

in a lattlinar‐airaow cabinet Or in an incubator.FOr each ofthe lnicro‐ Organisms listed in
Table 4.05‐I-1,at least 2 Petri dishes are used.Spread a IIleasured volume ofnOt less than O。 1
mL ofthe sample prepared as described under 4‐ 5‐lto 4‐5‐3 over the surface ofthe lnedium.
Incubate and count as prescribed under 4‐ 5‐4‐2‐1.

4‐5‐4‐3 Most‐probable‐numberKMPtt methOd
The precision and accuracy ofthe MPN method is less than that ofthe lnembrane ttltratiOn

method Or the platecOunt lnethod.Unreliable results are obtained particularly for the

enumeration Of moulds.For these reasons the AttPN method is reserved for the enumeration

ofTAMC in situations where n0 0ther methOd is available.Ifthe use ofthe methOd isjustifled,

proceed as fo■ows.
Prepare a series of at least 3 serial tenf01d dilutiOns Ofthe product as described under 4‐5‐1

to 4‐5‐3.Froln each level of dilution,3 aliquOts Of l g or l mL are used to inOculate 3 tubes

with 9-10 mL of ttsein sの 2わ 錫コユiges渉ありあ.IF necessary a surね ce‐active agent such as

polysOrbate 80,or an inactivator of antilnicrObial agents IIlay be added tO the lnedium.Thus,

if 3 1evels of dilution are prepared 9 tubes are inoculated.

Incubate alltubes at 30-35° C for not IIlore than 3 days.If reading ofthe results is di□ 伍cult
or uncertよ in Owing to the nature ofthe product to be exattlined,subculture in the same broth,

orご2sein sの夕わθ2コ江をでs渉2夕毛王Or l-2 days at the same temperature and use these results.
Determine the most probable number ofllicrO‐ Organisms per graII or milliliter Ofthe prOduct

to be examined from Table 4.05‐ I‐3.

4‐6 Results and ttnterpretation

恥「hen veritting the suitability ofthe membrane丘ltration method Or the plate―count method,
a inean count of any ofthe test organisms not di3bring by a factor greater than 2 from the
value Ofthe cOntrol deined in 4'5¨2 in the absence ofthe prOduct lnust be obtained.恥 恥en

V e r i t t i n g  t h e  s u i t a b i l i t y  o f t h e  M P N  m e t h o d  t h e  c a l c u l a t e d  v a l u e  f r o m  t h e  i n o c u l u m  m u s t  b e

within 95 per cent conidence lilmits ofthe results Obtained、 vith the control.



Ifthe above criteria cannot be lnet lbr one Or lnore ofthe organisms tested with any Ofthe

described lnethOds,the lnethOd and test cOnditions that cOme closest to the criteria are used

to test the prOduct.

5 Testing ofPrOducts

5‐l Amount used fOr the test

Unless Otherwise prescribed,use 10 g or 10 1nL Ofthe prOduct tO be exalnined taken、
vith

the precautions reFerred to above.For lluids Or sOttds in aerOsOI fOrm,sample 10 cOntainers.

For transdermal patches,sample 10 patches.

The amOunt tO be tested lnay be reduced fOr active substances that will be fOrmulated in the

fol10wing conditiOnsithe amOunt per dosage unit(e.g.tablet,capsule,inJectiOn)is less than or

equal t0 1 lmg or the amOunt per gram or ttlill立上ter(for preparations nOt presented in dose
units)is less than l lng.In these cases,the amount Ofsample tO be tested is notless than the

amount presentin 10 dOsage units Or lo g or 10 mL ofthe prOduct.

For lnaterials used as active substances where sample quantity is lilnited or batch size is

extremely small(i.e less than 100o IIIL or 1000 g),the amOunttested shall be l per cent ofthe

batch unless a lesser amount is prescribed orjustifled and authorised.

For products where the total number Of entities in a batch is less than 200(e.g.samples

used in clinical trials),the sample size inay be reduced to 2 units,or l unit ifthe size is less

than 100.

Select the sample(s)at randOm from the bulk material or ttom the available cOntainers of

the preparation.T00btain the l「 equired quantity,Ilix the cOntents of a suttcient number of

containers tO provide the sample.

5‐2 Exan■ lnation ofthe product

5‐2‐l Membranerコ tratioll

Use aJ■ tratiOn apparatus designed to al10w the transfer ofthe ttlter tO the lnedium.

Prepare the sample using a lnethod that has been shown suitable as described in section 4

and transfer the appropriate amount to each of 2 1nembrane l■ ters and ttlter i■llnediately.
恥「ash each fllter f0110wing the procedure shown tO be suitable.

For the deterIIination ofTA』 江C,transfer One ofthe lnembrane f■ ters tO the surface Of

∽sa″ sのィ2ゎθ2コ江老ps渉2ど諄工For the determination OfTYMC,transfer the other melnbrane
to the surface of Saわ θ″r2ど が

'ま
exと rOse 2ど 2二 Incubate the plate Ofび 2sein sO/2わ θ2″ 芝をcSけ 2ど2r

at 30-35° C for 3-5 days and the plate of 5あ わθur2″が'よ棋 併Osθ 2g2r at 20-25° C for 5-7
days.Calculate the number of CFU per gram or per lnillihtre ofproduct.

Vヽhen exaIIlining transdermal patches,丘 lter 10 per cent ofthe volume Ofthe preparation

described under 4‐5'l separately through each of 2 sterile丘lter lnembranes.Transfer one

membrane to θ 2se■n sq/2わθ2盟digesけ2g2rfor TAMC and the other membrane to

5榜わθ口r2ロゴ‐よexしrosθ 2g2rfor TYMC.

5'2‐2 Plate‐cOunt methOds

5‐2‐2‐l Pour‐plate lnethod
Prepare the sample using a lnethod that has been shown to be suitable as described in

section 4.Prepare for each lnediuttl at least 2 Petri dishes for each level of dilutiOn.Incubate

the plates of σ2seins研 夕わθ2辺ど逸無ぉけ2g2rat 30-35° C for 3-5 days and the plates Of

Saわθur2どメ‐まexしrosθ 2g2r at 20-25°C for 5-7 days.Select the plates cOrresponding to a

given dttutiOn and showing the highest number ofcolonies less than 250 for TttIC and 50 for
蜘 IC,Take the arithmetic mean per culture medium ofthe counts and calculate the number

Of CFU per gram ol「per lnillilitre ofproduct.

5'2‐2‐2 Surface'spread method

Prepare the sample using a lnethod that has been shown to be suitable as described in

section 4.Prepare at least 2 Petri dishes for each lnediuln and each level of dilution.For

incubatiOn and calculation ofthe number of CFU proceed as described fOr the pour―plate
method.
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叩,using the prOcedure shOwn to be suitable,RecO

tubes shO、ving lnicrobial grOwth.Deterlnine th岳
]:樹lを:ぷ1最i!亀屯掛譜景る,f lnicrO‐

Organisms
per granl or lnillllitre Ofthe prOduct tO be exam

5‐3 1nterpretation ofthe results

The tOtal aerObic lnicrObial cOunt(TAMC)is cOnsidered tO be equaltO the number Of CFU

fOund using ttsein sの密あθ2盟れ夢努レ2gatt if c010nies Of ttngl are detected On this medium,
they are counted as part ofTAMC.The tOtal combined yeasts/1110uld cOunt(TYヽ

在C)is
considered to be equaltO the number Of CFU fOund using Saわ θttra2ど‐ユettrose 2g2】 ifc010nies
ofbacteria are detected On this lnediuln,they are counted as part Ofl「

rMIc.when the〔 FYヽ在C
is expected tO exceed the acceptance criterion due tO the bacterial growth,

Saあ θ″r2口 が
‐
よexじ rOse2g2rcOntainingantibiOticttlnaybeused.Ifthe cOunt is carried Out by the

WIPN methOd the calculated value is the TAttIC.

f。撫 lanacceptancecriterionfOrmicrObio10gicalqualityisprescribeditisinterpretedas

-101 CFU:maxiIIlum acceptable cOunt=20,

_lo2 cFU:maxilnum acceptable cOunt=200,

_lo3 cFU:inaxilnuln acceptable cOunt=2000,and sO rbrth.

The recOェllnended sOlutiOns and lnedia are described in 7bsあs FOr,Pθ続 が
/P2ゴ3■0'θ宅″辺ISma
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“ヽmber Pr1 6r mi`5巾

0,001

Lcss than 0… 9.4
0

1 3 0.1-9.5
0 1

0,1-,0
0 1 】 6.l 1.2キ 17
0

1.2- 17
0 3 9.4 3.5-35

0.2- 17

】 7.2 1.2-17

4-35

t 1,3ャ20

: l 4-35

2 4-35

2 I 5-38

3 5-38
2 0 9.2 1,S章35

0 I 4-3S

2 2 0 5-38
2 i `古 38

1 I S-38

1 12 9-94

2 5-範

2 I 9-94

2 2 9-94

3 9-94

3 i 9-94

S-94

! 9-104

2

i 9-!81

i l 17-199

3 | 2 1211 30-360

! 3 】60 30-380

2 0 18-360

2 1 30-380

2 2 30-4KXl

2 3 290 9 0 - 9 9 0

3 240 40… 990

3 】 460 90-,980

3 1100 200-4000

〕 3 3 More than l100

II.MicrObiological Exallination of Non‐ sterne Products:Tests for Specitted

Micro‐orga面 sms

These tests are harmonized with the European Pharmacopoeia and the U.S.PharmacOpeia.

l lntroductiOn

The tests described hereater will a1low determination ofthe absence oi Or limited

occurrence of specited lnicroorganisms、rhich lnay be detected under the conditions

described,

The tests are designed primarily to determine、vhether a substance or preparation complies
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