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MOALTIKA £VEPYOTNTAG VEPOD, TEKHNPIWONG
oTaOepodTNnNTOC KOl KaBopiopov BUD

Water activity, stability evidence and BUD assignment
policy

Tomtkr TMOALTLKI Kal MPOTEWOUEVOC OXEBLAOUOC EpyaaTnpLlakric Tekunpliwaong, mpog Tomkr vlobétnan. Asv €xouvv
npayuatonondel 6okLpéc ato napdv épyo.

Local policy and proposed laboratory design for local adoption. No tests have been performed in this project.

Awadikaoia / Procedure

1. H 8ldpkela ov ava@épeTal o€ Ny, N EPYACTNPLOKA HEAETN MLAG CLYKEKPLEVNG o0OvBeong Kat To BUD piag
MaPaoKeELVAOHEVNG TIAPTIBOC KaTaypdeovTal XWPLoTtd. H avdptnon plag povoypagiag dev anoteAel motonoinon
NG otabepdTnTag K&Be TomkAG ekTéAeonG. To BUD kataxwpifetal oto apxelo naptidag kat otnv eTIKETA and
Tov UEDOLYVO PaPUAKOTIOL, HETA TOV EAEYXO TNG EQAPUOCLUOTNTAG TWY TEKUNPIWY, TWY TPWTWY LAWY, TNG
OLOKELAO{OG KL TWY CLYONKWY XPHONG.

1. A period reported by a source, a study on a defined formulation and the BUD assigned to a compounded batch
are recorded separately. Publishing a monograph does not certify stability of every local preparation. The
responsible pharmacist records the batch BUD and label after reviewing evidence applicability, materials,
packaging and use conditions.

2. Aev anatte{tal pétpnon aw o€ kABe obvBeon i mopTida. Otav n Tagwounon eival afépatn kat Hgv
TEKUNPLWvEeTAL aw <0,60, N mapovoa TOTLKA TMOALTIKA epapudlel Tn cuvtnenTikdTEPN LOATIKA KaTnyopla. AuTtd
bev amodelkviOeL TN XNULKA oTtaBepdTNTA 00TE EMITPEMEL YOEN aloOPBaTNG oOvOeong. H Ta&véunon wg
ouVTNPENHUEVOL amaLTE! TEKUNPLWHEVN KATAAANAGTNTA TOL GUOTAHUATOG CLVTAPNONG Yl TNV TEALKH oOvOeon.

2. Water activity testing is not required for every formulation or batch. Where classification is uncertain and aw
<0.60 is not established, this local policy applies the more conservative aqueous category. This does not
demonstrate chemical stability or justify refrigeration of an incompatible formulation. Classification as preserved
requires documented suitability of the preservative system for the finished formulation.

3. Mepilodoc BLBALOYPAPLKAC OTABEPOTNTAC HETAPEPETAL HOVO PETA amd uToyEYPAUEVO EAEYXO QVTLOTO(XLONG:
dpaoTikA Kot AAAC, OLYKEVTPWAN, MARPNC a0VBEan, MOLOTNTEC LALKWY, TNy 6paoTIKAC (ovoia 1} CUYKEKPLUEVO
okebaoua), diepyaoia, pH, mMeEPLEKTNG Kal MWHA, BEpUoKkpaoia, WE Kot Xprion UETA To dvolyua. AndkAlon
eEeTdleTal YWPLOTA: 6ev KaADTITETAL avTéHaTa amd To (6lo HpaoTikd i TNV (Bl epmopikry Bdon.

3. A published stability period is adopted only after a signed applicability assessment covering APl and salt,
strength, complete composition, material grades, API source (substance or specific medicinal product), process,
pH, container and closure, temperature, light and use after opening. A deviation receives a separate assessment;
matching the API or branded vehicle alone is insufficient.

4. Napdtaon xwplc avtiotowyn Tekunplwaon 6ev xopnyeital. AmoteAéopata aw, UIKPoBLOAOYLKOD eAEyxoL 1
TPOOBLOPLOPOD TEPLEKTIKOTNTAG HEV UTIOKABLGTOVY OAOKANPWHEVN agloAdynan aTabepdTnTag. AptOUNTIKA
anoteAéopaTta dnuoatebovtal pévo Pe Tavtonotnuévn ékBean. OL kavéveg USP napouvotdlovTtal WG TEXVLKO
nmAai{olo avagopdc: ev meplypdeovtal wg eAANVIKA vopobeoia. H epapuolduevn €kboan Kot ol TuX6v €BVIKEC
anattoelg eAéyyovtal Katd tnv éykplon. [S1-S5]

4. An extension is not assigned without applicable evidence. Water activity, microbial results or potency alone do
not replace an overall stability assessment. Numerical results are published only with an identifiable report. USP
rules are identified as a technical reference framework rather than Greek law. The applicable edition and national
requirements are checked at approval. [S1-S5]
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5. Mpw and kGO epappoyn, Tavtonolnoe tTn ocivlean Kat TNV €K60oon TNG. Z0vdeoe TNV Nyr i TNV MPAYHATIKA
€kBeon UE TN OLYKEKPLUEVN obVBEDN, ouokevaoia kat xprion.

5. Before each application, identify the formulation and revision. Link the source or actual report to that
formulation, package and use.

6. EniAeEe tn dLadpopun andéeacng: LTIAPXOV EQAPUOCLHO TEKUAPLO, CLVTNPNTIKOG TTEPLOPLOUSG ) OTOXEVHEVN
HEAETN. KaTtdypaye attioAdynon kat umedBuvo aloAdynaong.

6. Select the decision pathway: existing applicable evidence, a conservative restriction or a targeted study.
Record the rationale and responsible assessor.

7. Two HEAETN, €YKPLVE EK TWVY TIPOTEPWY TNV EVTOAN epyaciag, TI¢ ueBddoug, Ta dpla Kat ta delypata. Ot aptBuol
napT{dwv Kot xpdvol Tou MapPdvTog elval MPOTEWOUEVOC TOTIKOC OXEBLAOUAC.

7. For a study, approve the work order, methods, limits and samples in advance. The batch numbers and time
points in this document are proposed local design choices.

8. Katd tnv ektéAeon, Slatripnoe LyvnAaoluédtnta nopTtidwy, cuvBNKWY Kal MPWToYEVWY dedouévwy. Katdypaye
OAEC TIC amoKA(OELG Kal amoTuY(EG.

8. During execution, preserve traceability of batches, conditions and raw data. Record every deviation and failure.

9. OAOKARPWOE TOV EAEYXO EVOVTL OAWY TWVY MPOEYKEKPLUEVWY KPLTNP{wY. EKBWOE TEAKN andpaacn e OoQEC
nedio epapuoynicg, xwpl(c vmokatdotaon anoteAeoudTwy and MPocdokiec.

9. Complete review against all pre-approved criteria. Issue a final decision with explicit applicability, without
substituting expectations for results.

10. Evnuépwae TauTtdypova TN Hovoypaeia, TIC eEapTWHUEVEG GUVBETELG Kal To apyelo Tekunpiwv. To BUD
MPAYUATIKAG TopTdac Kataywplletal HeTE TNV poBAendPEVN €yKPLON.

10. Update the monograph, dependent formulations and evidence register together. Record the actual batch BUD
after the required approval.

11. MpoTEWOUEVO TOMIKO MPWTOKOAAO YLa £yKplon TP and avddeon. Ol mopakdTw aptduol detypdtwy, xpdvol
Kal Kavdveg andé@aong elval oxedlaoTIKEC ETILAOYEG TOL TTAPOVTOC £pYO0UL, OXL LOXLPLOUOC POPUOAKOTIOWOKAG
anai{tnong.

11. Proposed local protocol for approval before commissioning. The sample numbers, time points and decision
rules below are design choices for this project, not claims of pharmacopoeial requirements.

12. MEAETWVTOL TTPWTA OL CUVOETELC OTIOL TMPAYUATIKA HETPNON aAAGTEL oLOWBWCG TNV Katnyopla f§ Tn dLdpkeLa.
Kataypdgpovtal Kwdlkdg, ékboaon, dAag, mAPNG MoooTIKH obvBeon, MPoéAevan LALKWY/COoA, 1éB060C¢ Mo PACKELNAC,
anédoan, guokevaoia, otdxog BUD kat kpiatueg npodlaypagés. Mpotelvovtal Tpelg avegdptnteg naptideg, Wote
VO EKTIHATOL N LETABANTOTNTA MOPAOKELAG. TPELG AVAAVTIKEG enavaAfyelg and to (6lo doxelo Hev anoteAolv
TPELG MopTiBEG.

12. Prioritise formulations for which an actual measurement would materially change classification or duration.
Record formulation code and revision, salt, complete quantitative composition, material sources/CoAs,
preparation method, yield, package, target BUD and critical specifications. Three independent batches are
proposed to examine preparation variability. Three analytical replicates from one container do not constitute
three batches.

13. Mo oTtoxevuévn apxLkh xaptoypdenon aw npotei{vovtal Tpla Ywplotd dokiua avd naptida, amnd
QVTUTPOCWIELTIKEC BETELG ] MEPLEKTEC, O TPELC MapTideg. QC apylkr ouvBrKkn péTtpnong opifovtal 25 °C, ye TNV
npaypaTiky avoxr, e§looppdnnon kat enidpacn Bepuokpaciag va TekunpLwvovTal otn PéBodo. EEeTdeTaL Kat TO
TéAOC TNG oxedlalduevng neptddov étav n katdtaEn Baoiletal otn dlatripnon xaunAov aw. H obvBeon dev
QPALWVETAL YIa TN PéTPNnon.

13. For targeted initial aw characterisation, propose three separate test portions per batch from representative
positions or containers, across three batches. Set 25 °C as the initial measurement condition; document actual
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tolerance, equilibration and temperature effects in the method. Include the end of the planned period when
classification relies on maintenance of low aw. Do not dilute the formulation for measurement.

14. AnattoOvTtal KaTdAANAo e0pog HéTpnong, Tavtonoinon opydvou/aladntripa, aveEdpTnTa MOTOMONKEV
npdétuna nouv neptkAe{ovy To éplo andeaonc, EMAARBELON TPLY KoL LETA T oELlpd, dedopéva emavaAnyiudéTnTaC,
QVTLIPOOWMELTIKA detypaTtoAnyia kat avagopd aBeBatdtnTac. MNa atbavéAn, LoonponavoAn, MPOTVAEVOYAUKOAN 1
&AAoug mBavouc mapeUBoAeic nteltal SokiuA KATAAANASGTNTAG TNG MPAYHATIKAG HATPAG. EMAEKTIKNA HETPNON
LOPATUWY, OTWC KATAAANAa enaAnBevpévn TDL, anoteAel dLabéaiun teXxvikn emAoyry- 6ev Bewpeltal ALTOUATWG
aAdvBaoTtn. [S4, S5]

14. Require an appropriate measurement range, instrument/sensor identification, independent certified standards
bracketing the decision threshold, verification before and after the series, repeatability data, representative
sampling and reported uncertainty. For ethanol, isopropanol, propylene glycol or other potential interferents,
request suitability testing on the actual matrix. Selective water-vapour measurement, such as appropriately
verified TDL, is an available technical option; it is not automatically infallible. [S4, S5]

15. MpoTeWOUEVOC ouVTNPENTIKES KaAvdvaG: xaunAd aw yivetal anobekTd yia tnv eEetalduevn €kdoan puévo
€pO00V N AVWTEPN TIUN AMOTEAETUATOC GUYV TNV KATAAANAN Slevpupévn afepatdtnTa napapével avotnpd <0,600
yla 6AQ TA AV TUTPOCWTELTIKA Sok{pLa. To epyaocTtrplo SNAWVEL KAALYN, CLVTEAEDTH Kal TPOTO £QAPHOYAS TNG
aBeBatdétnTac. Oplakd A un €ykKupo anotéAeoua 6ev otTpoyyvAonote{tal mpo¢ cududpewon. Epapudletal n
ouvTnPENTKA Katnyopia A emavaoyedidletal n uéEBodog.

15. Proposed conservative rule: accept low aw for the assessed revision only if the highest result plus the
appropriate expanded uncertainty remains strictly <0.600 for all representative test portions. The laboratory
states coverage, coverage factor and how uncertainty is applied. A borderline or invalid result is not rounded
towards compliance. Apply the conservative category or redesign the method.

16. Mo k&Be naptida kot Xpovikd onueio mpoTelveTal XWPLOTOG TEAKOG TIEPLEKTNG YLA QUOLKOXNMLKS EAEYXO,
XWpPLoTédc Omov amatte{tat yia pikpoBloAoyia kat epedplkéc. To epyaoTriplo oplaTikomnolel mABoc/moodTnTa NELY
and TNV napaokevr, and TNy KatavdAwon delypatog kat tn duvatdtnTa enaveAéyyxov. Ol MEPLEKTEC
otaBepdTnTag Sev avolyovtal emavelAnuuéva avti aveEdpTnNTWY SelYHdTWY, EKTOG and XwpPLoTd, oxeOLATEVO
okéAog xprong.

16. For each batch and time point, propose a separate final container for physicochemical testing, another where
required for microbiology, and a reserve. Before preparation, the laboratory finalises number and quantity from
sample consumption and retesting needs. Do not repeatedly open stability containers instead of independent
samples, except in a separate, deliberately designed in-use arm.

17. 216X0G 14 nuepwv: nuépec O, 3, 7, 10, 14,

2téx0o¢ 35 nuepwv: nuépeg 0, 7, 14, 21, 28, 35.

2téx0¢ 90 nuepwv: nuépec 0, 7, 14, 30, 60, 90.

2téyoc 180 nuepwv: nuépec 0, 14, 30, 60, 90, 120, 180.

OL xpdvol MLUKVWYOULVY YLla YyvwoTH Taxela anoddunon. EEetdfovtal oL mpayUaTikéG GLUVBARKEG PUAAENG KaL,
XWPLOTE, oL IPoBAENOUEVEG amoKA{oeLg/xprion. Emtayxuviueva 6edopéva elval LTTOOTNPIKTIKE KoL SEV
QVTIKOOLOTOOY L TOUATA TNV TMPAYUATIKY dLapKEL.

17. Target 14 days: days 0, 3, 7, 10, 14.

Target 35 days: days 0, 7, 14, 21, 28, 35.

Target 90 days: days 0, 7, 14, 30, 60, 90.

Target 180 days: days 0, 14, 30, 60, 90, 120, 180.

Use closer sampling for known rapid degradation. Examine actual storage conditions and, separately, expected
excursions/in-use conditions. Accelerated data are supportive and do not automatically replace real-time duration.

18. Mpw and tnv évapén eykpivovtal péBodol Kal aplOUNTIKEC Mpodlaypagéc avd obvBeon: TavTdTNTA,
OTaBEPOOELKTIKOG TTPOOdLOPLOUSC OAWY TWY SPACTIKWY, OXETKA poldvta anoddéunong/mpooui&elc, pH émouv
epapudleTal, egedvion, oopur émov evdeikvutal, opoloyévela, kablfnon kat emavadlaomnopd, LEWOEC,
KPLOTAAAWGN, HeTABOAN H&Cac/OyKou Kal Aettovpyla 50COUETPLKOV HéTOL. MIKPORBLOKHA MOLdTNTA KoL
QMOTEAEGUATIKOTNTA OLYTHPNONG MEPLAAUBAVOVTAL COUQWYA PE TN Hoper, XPrion Kat eAeYHévo TAalolo. Agv
vloBeTe(Tal KABOALKS KPLTAPLO «=90%» WG HovadIK anddelEn kataAAnAdTnTag. [S2]
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18. Before starting, approve formulation-specific methods and numerical specifications: identity,
stability-indicating determination of every API, relevant degradation products/impurities, pH where applicable,
appearance, odour where appropriate, homogeneity, sedimentation and redispersibility, viscosity, crystallisation,
mass/volume change and dosing-device function. Include microbial quality and preservative effectiveness
according to dosage form, use and the selected framework. Do not adopt a universal “=90%"” criterion as the sole
demonstration of suitability. [S2]

19. H pikpoPloAoyikr péBodocg xpetdletal tekunpiwaon KataAAnAdTNTAG, oLUMEPLAaPBavOPEVNG EE0LOETEPWONG
™G avTIpkpoBLlakig dpdong étav anatteltal. Mpotelvetal €Aeyxoq pikpoBLlakAg moldTnTag oty apxr Kal 0To
TéANOC, KoL evBLdpeoa avd K{vbuvo. MNa To HEAETWHEVO ouvTneNUévo cboTtnua npoteiveTal AET aTnv apyLkr Kat
oTNY MoAALWUEVN oOVOEDN, UE EK TWY TPOTEPWY EMAEYUEVA EQAPPOOTEN KpLTHPLa. To okéAOG Xprong
TIPOCOMOLWVEL TOV TPAYHATIKG aptBud avolypaTtog/d6cewv, ouokevr, Oeppokpacia Kal XELPLOPO, O XWPLOTA
delypata. AvtA elval mpdtaon agloAdynong avtoxfc Tov ovotruaTtog, Oxt anaitnon AET avd naptida.

19. The microbiological method needs documented suitability, including neutralisation of antimicrobial activity
where required. Propose microbial-quality testing initially and at the end, with intermediate testing according to
risk. For the preservative system studied, propose AET on initial and aged formulation, using applicable criteria
selected in advance. The in-use arm simulates the actual frequency of opening/dosing, device, temperature and
handling, using separate samples. This proposes an assessment of system robustness, not AET for every batch.

20. KAglowo epyaotnplakig Tekunplwong pévo HeTd and eyKEKPLUEVN TEALKH €KBEDN: OAa Ta EQAPUOOTE
KpLTpLa LkavorololvTal o€ OAa Ta MPOoYPAPHaTIopéVa onuela Kal MopTdeG éwg Tov SnAolEVO Xpdvo- oL
anokA{oelc/O0S/O0T €xouvv a&LloAoynOsl: Ta mpwToyevr dedopéva Kat N KATaAAnAdTNTA HEBSBOoL elval SlaBéatua.
Agv vroAoy(Cetal peyaAdTePo BUD amd éva pepovwuévo KaAd anotéeopa. Anotuyia ouvendyetal diepedvnaon,
TEKUNPLWHPEVN ouvTdpeLan 1| avaoyedlaoud, xwpelc andkpuyn aAmMoTUXNHUEVWY TOPTIBWVY.

20. Close laboratory substantiation only after an approved final report: all applicable criteria are met at every
scheduled time point and batch through the claimed duration; deviations/OOS/OOT are evaluated; raw data and
method suitability are available. Do not calculate a longer BUD from one good result. Failure requires
investigation, a documented shorter period or redesign, without concealing failed batches.

21. Owkoyévela peAetdtal pue bracketing pévo petd and ypantrh attioAdynon opiwv kot Tekunpiwv. EEetdlovtal
npaypaTikd duopevy dkpa ovykEévTpwong, pH, cuvtApnang, cuakevaolag/MANPWOEWS. Agv yivetal eEaywyn
OUMUTEPAONATOC METAED SLAPOPETIKWY HPATTIKWY | aAdTWY, aAAayric gopéa, dlapopeTikic MNyAg dlokiwv
0LOLWB0oLE aAAaYG ouvokevaoiag Hévo Adyw opoldtntac ovopaciag. Evoldueon obvbeon dev AapBavel Sldpkela
MEYAADTEPN A6 TO BLOPEVEDTEPO EyKLPA HEAETNUEVO AKpO. [S3]

21. Study a family by bracketing only after written justification of its boundaries and evidence. Examine genuinely
adverse extremes of concentration, pH, preservation, package/fill. Do not extrapolate across different APIs or
salts, a changed vehicle, a different tablet source or a material package change merely because names are
similar. An intermediate formulation receives no longer period than the least favourable validly studied extreme.
[S3]

KpittAplo diakomnAG / Stop criterion

Anovoia epapuoatéov tekunpiov f§ anotuyia kpttnplov: v dBNAWveTAL EpyaaTNPLOKO KAE(OLUO | HEYAADTEPN
dlapkela.

Absent applicable evidence or failed criterion: do not claim laboratory closure or longer dating.

IyeTIKG évtuna / Related forms: F-022, F-006, F-012, F-018

Mnyéc koL mapanopunég / Sources and references

[1] USP <795> FAQs, updated 1 November 2023

No universal aw testing; formula/container matching; distinction of BUD from source stability; official FAQ explanatory context. Keep
combined new USP-derived prose across all project outputs within the source word budget; do not append a long FAQ paraphrase. | Targeted
policy source; scope and access limitations as described | 2026-10-14

https://pages.usp.org/rs/711-SXF-172/images/HQS%20-%20USP%20GC%20795%20FAQs.pdf?version=0
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[2] EDQM - Framework: Monographs of the European Drug Shortages Formulary

Physicochemical and microbial assessment linked to container, storage and in-use; risk-based evaluation. Framework, not an experimental
report on Sikalias formulations. | Targeted policy source; scope and access limitations as described | 2026-10-14

https://www.edgm.eu/documents/52006/1912832/Framework%20Monographs%20EN.pdf/60a6b014-689c-aead-8aef-fc85b1914ea0?t=17441
98950256

[3]1ICH Q1D - Bracketing and Matrixing Designs for Stability Testing

Scientifically justified reduced designs and limits of extrapolation. Industrial stability guidance used by analogy for design, not presented as a
mandatory pharmacy batch count. | Targeted policy source; scope and access limitations as described | 2026-10-14

https://www.fda.gov/media/71720/download
[4] USP <922> Water Activity - official public preview

aw differs from total water and needs qualified/calibrated measurement; full licensed text was not accessed through the public preview.
Targeted policy source; scope and access limitations as described | 2026-10-14

https://doi.usp.org/USPNF/USPNF_M12475_02_01.html

[5] Campbell GS, Galloway M, Campbell Z. Measurement of Water Activity in the Presence of High Volatile Concentrations Using a Tunable
Diode Laser-Single Laboratory Validation, First Action 2021.04. ] AOAC Int. 2022;105:649-656

Primary single-laboratory validation supports selective water-vapour sensing for volatile matrices; uncertainty remains matrix dependent.
Authors affiliated with instrument manufacturer; not universal validation of every finished product. | Targeted policy source; scope and access
limitations as described | 2026-10-14

https://doi.org/10.1093/jaoacint/qsac003
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