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®Ao16¢ Kaokapac 300 mg - OKANPA KAPAKLA

Cascara bark 300 mg - hard capsules

BLBAloypagiki avagopd - Anatte{tal Tomkr vioBétnon / Reference document - Local adoption required

MpoéAsvon kKat mpdéoRaocn otnv mnyn / Provenance and source access

H npoéAevon, n €k6oon Kol Ta dpLa TWY MAPEXOUEVWY QAMOCTIACUATWY/BLRALOYPAPLKWY avapopwyv dlatnpoldvTal.
To ke{pevo glval n mapexduevn Kat avabewpnuévn eyypaen Sikalias, éxL véa mARpNG avadnuoaievon tou
npwTtoTiNoL TG NMNYNG. MNpdoPfacn oto MAAPEG MPWTOTLTO Y{vETAL OTOV EMONUO EKOATN, PE TNV AMALTOOUEVN
4abeta fj ouvdpopr. Agv SNAWVETAL OTL EKKPEUEC alTnua emavdypnong €xeL eyKpLOel.

Source provenance, edition and limits of supplied extracts/references are retained. This is the supplied and
revised Sikalias record, not a newly supplied complete publisher-original text. Consult the official publisher for full
originals under the required licence or subscription. No pending reuse request is represented as approved.

Z0vOeon avagopdc / Reference formula

Bdon / Basis: Avd 1 kaydkto / Per 1 capsule

ZuoTaTiKO / Ingredient Mooodtnta / Quantity

Kévig Aolo0d Kaokdpag 300 mg
Powdered cascara bark

EkG6oyo ap.1l kayakiwv FN/2003/EX/013 g.s. to fill one capsule
Capsule diluent no.1 FN/2003/EX/013

KEALPOG OkANPOL Kayakiov 1 capsule
Hard capsule shell

Mpoamaittovpeva / Prerequisites
CGR-ES-049 Capsule diluent 1 EX013

MepLypa@n okevdopatog / Preparation description

2kANPS Kawdkio yia and Tov aTépaTog xoprynon e 300 mg tnG KaBopLlopévng UTIKAG MPWTNG VANG. H mnyn
ovotvel Péyebog 0, pe emPBeBaiwaon xWPNTIKOTNTAG YLO TNV TMPAYHATIKA TuKvOTNTA TNG NMapTidag. H PAF/003
ava@épel TovAdyloTov 8,0% LEPOELAVOPAKEVLKOUG YALKOO(GEG enl ENpdc 6pdyng, amnd Toug onolovc TOLAdXLOTOV
60% eival kaokapoaoidbia, Ue EKPPaon WG KAOKAPooidLlo A. AnattelTal QoPUAKELTIKOG, KATAAANAX WPELHAOUEVOG 1
ene€epyaopuévoc eAOLEC: N TINYHA CLVOEEL TN HETATPOT TWY AVaXBEVTWY avBpavoeldwy e amodrikevon
TOoLAdYLOTOV €VOG £TOUG ] KATAAANAN Bepuik ene€epyaaia. Aev ekTteAe{Tal aLTOOYXEDLA «yripavan» aTNV

IO PAOKELH.

Hard capsule for oral use containing 300 mg of the specified herbal starting material. The source recommends
size 0, with capacity verified against the actual batch bulk density. PAF/003 specifies at least 8.0%
hydroxyanthracene glycosides on the dried-drug basis, of which at least 60% are cascarosides, expressed as
cascaroside A. Use pharmaceutical bark with documented appropriate ageing or processing: the source links
conversion of reduced anthranoids to storage for at least one year or suitable heat treatment. Do not improvise
an ageing process during compounding.

References: [11], [3], [7]
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Apaon kai xpAon / Action and use

AleyepTikd LTIAKTLKS Yl Bpaxela AvVTILETWTILON TEPLOTAOLAKAG SuoKolAldTNTOG. H HMPC mpoBAénetl Tnv eAdxLloTn
QMOTEAETUATIKA €QAnag Bpadivr ddon, evtdc 10-30 mg LEPOELAVOPAKEVIKWVY MAPAYWYWY WC KAoKapoai(dlo A, o€
EVAALKEC KOl €EQrBOLG Avw TWVY 12 €TwWv- dxL meploadTtepo and pia eBdoudda, ouvBwWC apkoly 2-3 AQYELG 0TN
dldpkela avtric. H HMPC kaAOmtel Tunonotnuévn Tepaylopévn 6pdyn rj moapaokevdopatd tng. Zta 300 mg n pala
@Aolol dev amoteAel and pévn TNG Hovdda 6paocTikdTNTAC. O avaypaPOUEVOC LOTOPIKOC aplOPOC Kayaki{wy Hev
LTIOKOOLOTA TOV £AEYXO TWVY LEPOELAVOPAKEVIKWY TIAPAYWYWY avd nueprala déan. Agv xpnotlonoleltatl wg
aywyn xpoviag SLOKOLALOTNTAG 1 MPOETOLHAC(NC EVTEPOL XWPIC ELBLKO MPWTOKOAAO.

Stimulant laxative for short-term occasional constipation. HMPC specifies the smallest effective single evening
dose within 10-30 mg of hydroxyanthracene derivatives as cascaroside A for adults and adolescents over 12
years; no more than one week, usually only 2-3 doses during that week. HMPC covers standardised comminuted
bark and preparations thereof. A 300 mg bark mass is not itself an activity unit. The historical capsule-count
instruction cannot replace calculation of hydroxyanthracene derivatives per daily dose. This is not a protocol for
chronic constipation or bowel preparation.

References: [11], [2], [7]

Mpobiaypagéc / Specifications

dappaKkeLTKA MPWTN OAN Tou MANpol Tn oxeTkr Woyvovoa npodlaypaer RFE/Ph.Eur. 0105, pe tekunpiwon
TauTéOTNTAC KOl MapTidag. Ol aplBunTkéG neplypagéc TnG PAF amoteAolv otolxela TnG avaktndeloac nmnyng, Ot
8AAwan eAéyyou TG Tpéyxovaac adelodotnuévng dapuakomotiag. KAeloTd, aképata Kapdkia, xwpeic emeavelakn
KévL, ouoowudtwon 1 6lappor]. H POF 6gv oplCel xpwipa TeEALKOD KEADQOULG, aptBUNTIKS pH i aw. KataptiCovtatl
KpLtTApLa anodoxAg TauTOTNTAG, MEPLEKTLKOTNTAG/OELKTWY, OUOLOOPPNG KAl LKPOBLOAOYLKAG TMOLOTNTAG TIPLY
and TNV eKTEAEDN.

Pharmaceutical material meeting the applicable current RFE/Ph.Eur. specification 0105, with traceable identity
and batch. Numerical PAF descriptions are facts from the retrieved source, not a claim that the current licensed
pharmacopoeial text was checked. Capsules must be closed and intact, without surface powder, agglomeration or
leakage. The POF does not specify final-shell colour, numerical pH or aw. Establish identity, assay/marker,
uniformity and microbial-quality acceptance criteria before manufacture.

References: [11], [3], [4], [7]

®wg / Light

H teAkr] KdwouAa Kat N mPWTN OAN QUAGCCOVTAL POCTATEVHEVEG amnd TO WG. EmAEyeTal cuokevaoia ue
TEKUNPLWHPEVN pwTompooTtacia A KATAAANAO eEwTePLKS KouT(. Agv amnodi{betal CUYKEKPLUEVOC PLOUOC
ewTodldonaong xwplc peAéTn TnG apTidac.

Protect the finished capsules and starting material from light. Select packaging with documented light protection
or a suitable outer carton. No formulation-specific photodegradation rate is established by these sources.

References: [11], [7]

Aépac kalL o&eidbwon / Air and oxidation

Alatnpolbvtat KAELoTd Ta doxela katd tn ¢Uylon Kot peTd tn SetypatoAnyia. H mnyr dev amnattel dfwto A
QVTLOEELBWTIKS KOl BEV TEKUNPLWVEL aveEGPTNTO dpLo €kBeang aTov aépa. H HETABOAR 0OUAG 1 XPWHATOG
dlepevvaTal pall pe MEPLEKTIKOTNTA KL XPWHATOYPAPLKS MPOPIA, OXL WG HEUOVWHEVO TECT HPAOTIKOTNTAC.

Keep containers closed between weighing and sampling operations. The source requires neither nitrogen nor an
antioxidant and establishes no separate allowable air-exposure period. Investigate altered odour or colour
alongside assay and chromatographic profile; appearance alone does not measure potency.

References: [11], [4], [7]
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Nepo kat SuaAvtoTnTa / Water and solubility

Agv npooTtiBeTaL vEPS 0TN 0OVOEDN. To LALKS MO PAEVEL KOVLC KOl BEV PETATPEMETAL O OO0 gvalwpnua. O
€EOMALONOC eTA amd vypd KaBapLopd MPENeL va £xEL OTEYVWOEL MARPWC TPV EABEL O€ MA@ ME TN QUTLKK KOVL A
T0 KEALQOC. Tux6v Dypavan/Glappor anattel aEloAdynon tng napTidac.

No water is added to this composition. Retain the powder dosage form; it is not an oral suspension. Equipment
must be fully dry after wet cleaning before contact with the herbal powder or capsule shell. Assess any wetted or
leaking batch before use.

References: [11], [3], [5]

Yypaoia / Humidity

MeptBAAAOY OPAOKELAG: OXETIKA bypacia =60%. H pOAagn anattel mpootacia and vypaoia. EAéyyxovTal
OLOOWHETWAON TNG KOVEWG, EVBPAVOTOTNTA/HAAGKWHA KEADPOULG Kat anddoon epayuold ThG cvokevaoiag. H
oXeTIKA vypaoia XWPEOoL KAl N AMWAELX KATA TNV §Apavan dev elval petprioelg evepydtnTag vePod TNG TEALKAG
K&youvAag.

Manufacturing relative humidity:=60%. Protect from moisture during storage. Monitor powder caking, brittle/soft
shells and packaging moisture-barrier performance. Room relative humidity and loss on drying are not
measurements of finished-capsule water activity.

References: [11], [3], [4]

Oeppokpacia / Temperature

Mapaokevr) otoug 25+5 °C gOpewva Pe To YeEVIKO PN kayakiwv, ge TAPNON TuXOV avoTnNPATEPNC TPOdLaYPaPrG
mPWTNG OANG/KEADPOLG. H mnyr opiCel pOAaEN KATw amd 30 °C. H kdyovAa nopaokeLdleTal XwPIG BePULKA
katepyaoio- dev vrokabiotatal o €Aeyxog pikpoBiwv pe B€puavon Tng 6pdyng.

Prepare at 255 °C under the general capsule procedure, subject to stricter material/shell requirements. Source
storage is below 30 °C. Capsule manufacture uses no heat treatment; heating the herbal material is not a
substitute for microbial-quality control.

References: [1], [3], [4]

pH kaiL cupBatoTnta / pH and compatibility

Agv opiCetal pH yla To §npd TeAkd okebaopa Kot dev MpoBAEneTal PUBULOTIKG dLdAvua. Edv avantuyBel uéBodog
pH vBATIKAG dlaomopdc yia éAeyxo mMPWTNS DANG, SNAWvovTal avaioyia, dSLaAdTNG Kot HEBOBOG: TO AMOTEAECUA
bev Bewpeltal pH tng KdyovAac. O pH-€E0PTWHEVOC XPWHATIONOC 00PWVY TIOL MEPLYPAPETAL Yo avBpavoeldr Hev
anoteAel KpLttiplo pH fj otabepdTnNTAC TOL MPOIGVTOC.

No pH is assigned to this dry finished dosage form, and no buffer is specified. If an aqueous-dispersion pH method
is developed for raw-material testing, define ratio, solvent and method; the result is not the pH of the capsule. The
pH-dependent urine colour reported for anthranoids is not a product-pH or stability specification.

References: [11], [2], [4]

Ewdika otolxeia cvotaTtikwv / Ingredient-specific information

H PAF/003 avag@épel TovAdyLtotov 8,0% vdpoEuavbpakevikolg yAvkoaibeg enl Enpdc 6pdyng, amnd toug omoloug
ToLAdYLoTOV 60% elval Kaokapoa(dia, He EKPpaon WG Kaokapoaoiblo A. Anatte{tal QapUAKELTIKOC, KATAAANAQ
WPLHAOTHUEVOC 1 EMEEEPYATUEVOC GAOLAC: N TINYH CLVOEEL TN HETATPOT TWY avaXBEVTWY AVOPAVOELBWV E
amoBKELVON TOLAGXLOTOV €VOC €TOLC I KATAAANAN Bepukr eneEepyaoia. Aev ekTeEAE{TAL ALTOOYEDLA «yApAvVON»
otnv mapaokevry. H HMPC kaAOmTel Tunonotnuévn Tepaylopévn 6pdyn 1 mapaokevdopatd tTng. ta 300 mg n
H&Ca eAoLol Sev anoteAel and pévn TG HovAda SPaoTIKOTNTAG. O avaypa@OUEVOG LOTOPLKEG aptBudG Kawakiwy
dev uoKaBLOTA TOV EAEYY0 TWV LOPOELAVOPAKEVIKWIV TTAPAYWYWY avd nuepriola 6an.

PAF/003 specifies at least 8.0% hydroxyanthracene glycosides on the dried-drug basis, of which at least 60% are
cascarosides, expressed as cascaroside A. Use pharmaceutical bark with documented appropriate ageing or
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processing: the source links conversion of reduced anthranoids to storage for at least one year or suitable heat
treatment. Do not improvise an ageing process during compounding. HMPC covers standardised comminuted bark
and preparations thereof. A 300 mg bark mass is not itself an activity unit. The historical capsule-count instruction
cannot replace calculation of hydroxyanthracene derivatives per daily dose.

References: [11], [2], [4], [7]

AAAec aAAnAemidpaoelg / Other interactions

H vnokaAtatui{a and katdypnon LMAKTIKWY Unopel va eviayxboeL TN dpdon Kapdlakwy YALKOGLBWY Kal va
EMNPEATEL AVTLAPPUOULKE. ALoLPNTLIKA, KOPTIKOOTEPOELOA Kal YAUKOPPLa UMOPOUY val ETILOELVWIOOLY OMWAELEG
kaAlov. Anatte{tal latpikf ektipnon ovyxopiynong pe edpuaka mouv napate{vouv QT. MpdKeLTal yia KAWLKEG
OAANAETILOPAOELG, OXL YA amobedelypévn XNUIKH aoLpBaTéTNTA Héoa aTNY KAWouAa. Agv ouVBLATETAL EUMELPLKA
ME AAAEC avBpavoeldelc bpdyeg.

Hypokalaemia from laxative misuse can potentiate cardiac glycosides and affect antiarrhythmics. Diuretics,
corticosteroids and liquorice may increase potassium loss. Assess coadministration with QT-prolonging medicines
medically. These are clinical interactions, not demonstrated chemical incompatibilities inside the capsule. Do not
empirically combine with other anthranoid laxatives.

References: [2]

EKTipnon kKivdéovovu / Risk assessment

Koptlot kivduvol: abyyxvon 6pdyng/ekxuAiopatog, AavBaouévn Bdon assay, vnepBoAlkr nuepriola moogdtTnTa
MOPAYWYWY WG KAoKapoa(dlo A, avopoloyévela MARpWonG Kat pikpoBLakol/xnuikol pomot uTikig mpwTng VANG.
AnokAe{ovtatl kOnan, OnAaoudc, nAtkia KETW TwWY 12 €TWY, evteptkr andéppagn/oTévwaon/atovia,
OKWANKOELD(TIOA, PAEYHOVWONG vEOOC eVvTEPOL, aveERYNTO KOWAlakd dAyocg kal coBapr apuddtwan. H vepplki
vOéo0oG Kat guyxopriynon mou ennpedlel kdAto avEdvouy tnv avdykn KAWLKAG ekTiunong. H HMPC avagépel
TIPOKALVIKE EVPAMATH YOVOTOELKOTNTAC OPLOUEVWY avBpavoeldwy- v pokUTTEL and avtd avBaipetn Tagwdunon
6A0U TOU GUTLKOV LALKOD WG OLYKEKPLUEVOL eMayyEAPATIKOD HD. Tekunplwvovtal £kBeon og kdvL, anoeuyn
eMUSALYONG Kal EAEYXOC TOU CLUYKEKPLUEVOL BeATIOL aoPdAELaGC.

Key risks are herb/extract substitution, incorrect assay basis, excessive daily derivatives as cascaroside A, uneven
capsule filling and microbial/chemical contaminants in botanical material. Exclude pregnancy, breastfeeding, age
below 12 years, intestinal obstruction/stenosis/atony, appendicitis, inflammatory bowel disease, unexplained
abdominal pain and severe dehydration. Renal disease and medicines affecting potassium require particular
clinical assessment. HMPC reports preclinical genotoxicity findings for some anthranoids; this does not itself
establish a particular occupational hazardous-drug classification for the entire herbal material. Document powder
exposure, cross-contamination controls and review of the actual material safety data.

References: [2], [4], [5], [6]

Mpootacia epyalopévwy / Staff protection

Katd tn COylon, kook{viopa, avautén Kat anopdkpuvon eM@aveLOKAG KOVEWCS XPNOLUOTIOLOOVTOL KAELOTOC A
TIEPLOPLOUEVOC XELPLOUOG HE KATEAAANAO ToTkS €AeyX0 OKOVNG, TOBLA HE HaviKLa, KAALYN MAAALWY, YAVTLO KOL
npootaoia oBaApwv/avanvoric Baaost ektiunong ékBeanc. To PN Tntd pdoka Kot YOaAld OTIC EpyaoieG oL
napdyouv KévL. Aev opiCetal avBaipeta TOMOG avanvevaThpa i 6plo €kBeong xwpelc to mpayuatiké SDS. H
nieployn Kot o eEonALOUAG KaBapi{Covtal HETAED SLAPOPETIKWY PLTIKWY MPWTWY LAWY, HE emBeRaiwaon MApoug
Enpavong.

During weighing, sieving, mixing and removal of surface powder, use enclosed/contained handling with
appropriate local dust control, sleeved gown, hair cover, gloves and eye/respiratory protection selected from the
exposure assessment. The source procedure requires a mask and goggles for powder-producing operations. A

respirator class or exposure limit is not invented without the actual SDS. Clean between different herbal materials
and verify complete drying of equipment.

References: [3], [5], [6]
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ZuvOnkec mapaockevng / Compounding conditions

H @bppovAa elvat avd 1 kawdkio. MNa 100 kaydkia anattovvtal 30 g TNG KaBoplopévng mpwtng OANG yla Th
obvBeon tng mNync: N H&la 6pdync dev peTaBAAAETAL Yia emi{TeLEN AAANC 66onc 6elkTn XxWpPIC TEKUNPLWPEVN VEa
obvBean Kat 6ev mpooTtiBeTal avBaipeTo nAedvaoua. MeptBdAiov 25+5 °C, RH=60%. EmBeBatvovtatl Cuyog
KaTAAANAOC yla TI¢ pdleg, TavTonolinon mMPWTWY LAWY, aplBudc Kawak{wy Kal MPayUaTikog 0yKog MARpwaongG.
Zuy{CeTal n avdKTnon PETA TO Kooki{viopa/anoovoowudTwon. H ékdoon mapaokeviG Kpatd otabepd
npopnBevTH/TOMO KEADQOUG Kal EBOBO avauLEng.

Formula basis: one capsule. For 100 capsules use 30 g of the specified starting material for the source
composition; do not change herbal mass to a target marker dose without a documented new formulation, and do
not add arbitrary overage. Environment 25+5 °C,RH=60%. Verify balance suitability, starting-material identity,
capsule count and actual fill volume. Weigh recovery after sieving/deagglomeration. The master manufacturing
record fixes shell supplier/type and blending method.

References: [11], [3], [5]

Tekpnpiwon BUD / BUD rationale

H ouykekplpévn POF 6ivel Sldpkela 3 nuepoAoyLlakolC piveg ud BEATIOTN Slathipnon, kdtw amnd 30 °C Kal
npootaoia and pwc/uypacia. EMAEyeTAL AVWTATO 6pLo avaPopds 89 NUEPEC Kol MOTE PETA TN cuuNARpwaon 3
NUEPOAOYLAKWY HNVWY, pévo dtav avamnapdyovtal N npwtn VAn/cdveean, To KEALEOG, N dladikaoia, N KATAAANAN
ovoKkevaola KoL oL EAeyyoL TNG MNYAG. ZTNV Napoloa avalrtnon dev evTomnioTnke dnUoalevévn LEAETN
0TafePOTNTOG OV VO TEKUNPLWVEL EMLMAEOV XPOVO YLa TNV aKPLRA TEALKA KAYOLAX Kol EPLEKTN. H Sldpkela avth
elvat vloBétnon tou enionuov formulary, éxtL aveEdpTtnTn £pyaotnplakn maotonoinon. H TeAKA nuepounvia
ouvtopeleTal and AEN MPWTWY LAWY, anotuxia QC, andkAlon anodrikevong f AAAX TEKUNPLWUEVA dpLa. Agv
peTPAONKE aw. EvaAAakTik ) USP<795>: anattel tekunpiwon tng katnyoplag aw. To aw TNG KAWovAag 6ev
npoodloplotnke otnv napovoa epyaocia. H avdykn yia &AAn obvBeon/ouvokevacia anattel véa attloAdynon Kadt,
omov yxpeldletal, HEAETN BEKTWY/AMOSoUNUETWY, anmoagddpwaong Kat KPoBLOAOYIKAG moldTnTac. EKSoTIKA
oOpBaon: Ta unviaia épla TNG MNYAS MOPAUEVOLY NUEPOAOYLOKA: TO apPLOUNTIKG OpLo peTaTpomrc elval 28 nuépec
vyl évav prva A 89 yia TPeLg: Tuxdv XwPLoTA emAeypévo BpaxdTtepo dplo eEakoAovOsl va vreployVeL. MpdkeLTat
yla ouvtneNTKA HeTatpornh, Oxt avTtoAeEel 6pLlo TNG TNYGC.

This POF gives 3 calendar months under optimal preservation, below 30 °C and protected from light/moisture. The
selected reference ceiling is 89 days and never later than 3 calendar months, conditional on matching the starting
material/composition, shell, process, suitable packaging and source quality controls. No published stability study
was identified in this search supporting a longer period for the exact finished capsule/container. This is adoption
of an official formulary period, not independent laboratory certification. Shorten for ingredient expiry, failed QC,
storage excursions or other evidenced limits. No aw was measured. USP<795> alternative requires aw-category
justification. Capsule aw was not established in this work. A different composition/packaging requires fresh
justification and, where needed, marker/degradant, disintegration and microbial-quality studies. Editorial
convention: calendar-month source periods are retained as calendar periods; the calendar-period conversion
ceiling is 28 days for one month or 89 days for three months; a separately selected shorter ceiling still governs. It
is a conservative conversion, not a source quotation.

References: [1], [3], [4], [10]

Mpoamaitovpeva / Prerequisites

Anawteital n akplBrig Bdon FN/2003/EX/013, kataywpton CGR-ES-049: uikpokpuaTaAAtkr kuttapivn 98,05 g kat
KOAAOELBEC Avudpo BloEe(dlo mupttiov 1,95 g ava 100 g. H mogdtnta g.s. mpoodlop{letal and Tov MpayuaTIko
OYyKo A PWONG KoL HETATPEMETAL OE KaTayeypapupévn Cuyllopevn wala. Aev avtikabiotatal oiwnnpd and
AOKTOCN, &uuAo i &AAN Bdon. Eeapudlovtal ta PN/L/FF/001/00, PN/L/OF/002/00 Kot n KATEAAANAN
QMOOLOCWHATWON/TOYLON.

Use exact FN/2003/EX/013, register CGR-ES-049: microcrystalline cellulose 98.05 g plus colloidal anhydrous silica
1.95 g per 100 g. Determine the g.s. amount from actual fill volume and record its weighed mass. Do not silently
substitute lactose, starch or another diluent. Apply PN/L/FF/001/00, PN/L/OF/002/00 and the applicable
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deagglomeration/weighing procedures.

References: [11], [3], [5], [9]

E€omAlonog / Equipment

KaTtdAANnAoc Baduovounuévog Cuydc, oyKOUETPLKAOC KOALWEPOC yia Tov @atvdpevo dyko, kabapd youdi/yovboxépL A
QVAULKTAPAC, OMATOLAQ KOl KAWOLALEpa oLUPBATH UE Ta KEADEN. H POF avagépel KOOKWO(355) ) MaAtvbpoutkd
KooKwLoThH. Xpetdfovtal kataypaer Bepuokpaciag/RH Kat péaa yia eAEyYoug HATag, akEPALOTNTAG KL, GOUQWV
HE To mpdypapua QC, anocdBpwaong Kot HIKPORLOAOYIKAC TMoLtdTNTAC.

Suitable calibrated balance, graduated cylinder for apparent volume, clean mortar/pestle or mixer, spatula and
capsule filler compatible with the shells. The POF specifies sieve(355) or an oscillating sieving device. Provide
temperature/RH recording and facilities for mass, integrity and, under the QC programme, disintegration and
microbial-quality testing.

References: [1], [3], [5]

M£00o60¢ mapaokevng / Compounding method

1. EnaAnBedote TavtdTNTO/MOLOTNTA MPWTNG UANG, KEADQN, LMTOAOYLOUOUC KOl KaBapr aTeyvr nepLloxh.

2. Zuyiote 300 mg avé npoRAendpeVO Kawdklo eni Tov aplbud napTidag. KookwioTe/anoovoowPATWATE dmov
anatteltal kKat enaAndedote TNV avdktnon palac.

3. MeTtproTte pavéuevo dyKo Pe TNV Tumonolnuévn HéEBodo tnG mNyAG: KN xpnotpomnoteite anAf eElowon 1 g=1 mL.
4. YnoAoy{ote TOv anattoOEVO OLVOALKS GYKO KEALPWV KAl GUUMANPWOTE TN dlagopd pe Tnv EX/013, apold
AMooLOCWHATWOE(. Kataypdyte npayuaTiki ndla ekddyov.

5. Avou(ETe PéXPL TEKUNPLWEVN opoloyévela: n POF avagépel 15-30 Aentd avdAoya pe TNy moodtnTa. Mo Pikpn
avaAoyia 6pacTtikol epapudote otadlakn apaiwon, xwpeic mPoadrikn Un avaypa@OUEVOL XPWAOTIKOD.

6. MANpwoTeE, KAeloTe Kal amopakpOveTe Ama TNV eEWTeEPLKA KOVL LTIO €Aeyx0 oKbvNG.

7. EAéyETe anddoon, akepatdTnTa, opolopopeia pdlac kat ta npoBAendpeva npdcbeta QC. TVOKELAOTE Kal
onuaveTe pévo PeTd TNV a§LloAdynon Tou brmelBLVYOL PAPUAKOTIOLOD.

1. Verify raw-material identity/quality, shells, calculations and a clean dry work area.

2. Weigh 300 mg per intended capsule multiplied by batch count. Sieve/deagglomerate where necessary and
verify recovered mass.

3. Measure apparent volume using the source standardised method; never assume 1 g=1 mL.

4. Calculate total shell fill volume and make up the difference using deagglomerated EX/013; record actual diluent
mass.

5. Mix to demonstrated homogeneity; the POF gives 15-30 minutes according to quantity. Use staged dilution for
a low active proportion without adding an unlisted colour marker.

6. Fill, close and gently remove exterior powder under dust control.

7. Check yield, integrity, mass uniformity and specified additional QC. Package and label only after the
responsible pharmacist reviews the batch.

References: [11], [3], [5], [9]

Napatnpnioclg / Observations

YTMOAOYLOUOG ava@opdG: moodTNTA MAPAyWYwy avd Kaywdklo=300 mgxA/100, émov A e{val TO TEKUNPLWUEVO
TM0000TO WG KAOKAPoaoi(dlo A otnv MpwTn OAN énwg Cuyiletal. EGv to moTomnolnTikd &ivel assay enl Enpdcg ovalacg,
nponye{tatl TeEKUNPLWHEVN HETATPOM HE TNV KATEAANAN Bdon vypaciag/anwAsiag Efpavong. To eAdxLoTo
Qapuakomnolakéd assay 6ev elval N mpaypatiky T Tne nmopTtidac. O gapuakonoldg emAEyeL aplOud oAGKANPWY
Kayok{wv mov mapéyel TNV EAGYLOTN AMOTEAECUATIKY EMLTPENOUEVN BAON: AV TO OLUYKEKPLUEVO UEYEBOC LoYDOG Bev
EMLTPENEL XauNASTEPN 6dan, xpeldleTal AAAN TeKUNPLWEVN o0vBean. Agv anodibetal véa otabepdtnTa and
apPLOUNTKA KAMdKwon nopTidac.

Reference calculation: derivatives per capsule=300 mgxA/100, where A is the documented percentage as
cascaroside A in material as weighed. Convert a dry-basis assay using the appropriate documented
moisture/loss-on-drying basis before this calculation. A pharmacopoeial minimum assay is not the measured
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batch value. The pharmacist selects a whole-capsule count giving the smallest effective permitted dose; if this
strength cannot provide a lower dose, another documented formulation is needed. Numerical batch scaling does
not establish new stability.

References: [11], [2], [4], [7]

MeplékTnG KaL ovokevaoia / Container and packaging

H POF emntpénel blister  udAn pe nwpa. H emAoyn npénel va mpootatelel amd gwe Kot bypaoia Kat va e{vat
OLUBATA HE TO OLUYKEKPLUEVO KEALQPOG- N TINYH 6&v KaBop(Cel MOALUEPEC, TOTO YLAALOD 1} LALKO blister.
Kataypdgovtal npopundevuTrg, KWdKAEG Kat ppayuds cuokevaoiag, akePALOTNTA KAELO{NATOG Kot aplOudg
Kayoki{wv. To EnpavTtiké 6ev mpooTiBeTal AVTOUATWG, NS unopel va ennpedoet To KEALPOC- amatTe{Tal
TEKUNPLWHEVN oupBaTdTNTA.

The POF allows a blister or capped bottle. Select a pack protecting against light/moisture and compatible with the
specific shell; the source does not identify polymer, glass type or blister laminate. Record supplier, pack
code/barrier, closure integrity and capsule count. Do not automatically add desiccant, which may affect the shell;
document compatibility.

References: [11], [3], [4]

MowoTikO6G éAeyxoG / Quality control

Apxikd: TavtdédTnTa TOL Rhamnus purshiana DC. / Frangula purshiana (DC.) A. Gray, cortex, MoTONOLNTLKS
podLaypaPriG KoL MOGOTIKOG MPOCGdLOPLOUEG KATAAANAWY SPACTIKWY CLOTATIKWY/SELKTWY. H mpwtn OAN
a&LoAoyeltal yla pikpoBLakr emBdpuvon, HUKOTOE(VES, PUTOPEPUOKA, OTOLYELAKEC TPOOUE(EELC Kal voBe{a BAael
NG Loybovoag MPodlaypaPric Kat KwdOvou. TEALKS mpoldv: 0pyavoAnmTLKOC/ONTIKAG éAEYX0G, AKEPALOTNTA
KAglo{paTtog, anédoon/kKatauétpnon Kat opolopopeia padlac katd tn péBodo otnv onola napamnéunet To PN(RFE
2.9.5). Na napaokev naptidwv to PN npoobétel anocdBpwon(RFE 2.9.1), uikpoBLloroyikd EAeyxo(RFE 5.1.4) kat
€L8LKOUC eAEyyoLg 6paaTikol. H opotopopgia pdlag dev amodetkviel and pévn TnG opolopoppia SpacTikéTNTAC.
Ma enéktaon xpévou anattoivtal KATAAANAeG péBodot mov dlakpivovy anodéunaon, LEAETN MPAYUATIKOV TIEPLEKTN
Kat attioAoynuéva épLa, éxt uévo omtikég EAEy)OG.

Starting material: identify Rhamnus purshiana DC. / Frangula purshiana (DC.) A. Gray, cortex, verify specifications
and quantitatively determine relevant constituents/markers. Assess microbial burden, mycotoxins, pesticides,
elemental impurities and adulteration under the applicable specification and risk assessment. Finished product:
organoleptic/visual examination, closure integrity, yield/count and mass uniformity using the method referenced
by the source procedure(RFE 2.9.5). For batches, that procedure adds disintegration(RFE 2.9.1), microbial
quality(RFE 5.1.4) and active-specific controls. Mass uniformity alone does not demonstrate activity uniformity.
Extending the period requires suitable degradation-discriminating methods, actual-container studies and justified
limits, not visual inspection alone.

References: [11], [3], [4], [7]

®0Aain / Storage

Kdtw ané 30 °C, npooTaTteLUEVO amd QWE KoL LYPao(a, oTNY EMAEYUEVN KAELOTH guokevaoia. Agv €xel
TEKUNPLWOE( YOEN/KATAYLEN WC EVOAAAKTLKH YLa LT TN cuvTayr. AlaTnEoLVTAL KATAYPAPEC BepoKpaciag Kat
dlepevvwvtal vriepBdoelg, vypacia | aAdolwon kKeEADQoLG TPy amnd dldBeon. H nuepounvia xpriong vmoAoyi{Cetal
XWPLOTA Yl TNV MpayHaTiky napTtida.

Below 30 °C, protected from light and moisture in the qualified closed pack. Refrigeration/freezing has not been
established as an alternative for this formula. Keep temperature records and investigate excursions, moisture or
shell changes before supply. Calculate the actual batch beyond-use date separately.

References: [11], [3], [4]
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A1aOeon / Dispensing

Mpw amné 61d6eon emPBeBatwvovTal TITAOC SPATTLKWY MAPAYWYWY, KATAAANASTNTA TNG LoXVOG, NALKia,
KONon/BNAaoudG, EVTEPLKA GUUMTWHATA, EVLBATWON KAl oLYYXOoPNYOLUEVA @dpuaka. KaTtdnoon ue vepd. Aev
xopnyeltat yla neplocdtepeg and 7 NuéPeG Kat 6gv avEdveTtat n 66on pe Baon pévo Tov apLtdud KayaKkiwv.
Alokomn Kot LaTPLKA ekTiunon og évtovo/enipovo noévo, €ueTo, atpgoppayia, coBapr didppola, emdeivwon A
anotuyia apddevong. EEnyeital 6Tl 0 Ypdvog eOAAENG ToL MpoidvTog dev elval dldpkela Bepaneiag.

Before supply verify derivative potency, suitability of strength, age, pregnancy/breastfeeding, bowel symptoms,
hydration and concomitant medicines. Swallow with water. Do not use beyond 7 days or increase dose by capsule
count alone. Stop and seek medical assessment for severe/persistent pain, vomiting, bleeding, severe diarrhoea,
worsening or failure to defecate. Explain that product storage period is not treatment duration.

References: [1], [2], [7]

EmioApavon / Labelling

Ynédelyua: «dAoldc kaokdpag 300 mg - okAnpd Kawdkla - and tov otéuatoc. Mogdtnta:[...Jkaywdkia. Odnyla
AYNC:[EYKEKPLUEVN Yo TOV OLUYKEKPLUEVO aoBevr| Kat T{TAo]. OxL ge KONon/ONAaous | KATW Twy 12 £TWV.
Méylotn 6udpkela aywyng 7 nuépec. Kdtw and 30 °C, pakpld and ewc/vypaoia. Makpld and naldid. Maptida:[...].
Napaokevn:[...]1. Xprion éwc:[...]. dapuakeio/aToyeia:[...]». Avaypd@ovTal n oLYKEKPLLEVN GUTLKA TPWTN OAN, O
npaypaTikdg TltAog érov amatte{tal Kot Ta dSnAwTéa £kdoya/kEALPOG. Ta medla NuepouNvIWY Kat mapTidag
TTOPAUEVOLY KEVA PEXPL TNV TIPAYUATLKY EKTEAEDN.

Sample:‘Cascara bark 300 mg - hard capsules-oral use. Quantity:[...]Jcapsules. Directions:[approved for the actual
patient and potency]. Do not use in pregnancy/breastfeeding or below 12 years. Maximum treatment duration 7
days. Store below 30 °C, protected from light/moisture. Keep out of reach of children. Batch:[...]. Prepared:[...1.
Use by:[...]. Pharmacy/contact:[...].” State the specific herbal material, actual potency where required, and
declarable excipients/shell components. Dates and batch fields remain blank until actual manufacture.

References: [11], [2], [8]

v9_controls / v9_controls

To apBunTikd 6plo oto apxeio elvat pévo 6pLo BLRALOYPAPLKAC ava@opdc umd TIC e6LIKEC MpolmoBéaelg. Aev €xel
oplotel BUD mpaypaTtikig naptidag kat dev £€xouv napaxOel petprjoelg aw. H akplprig abvbeon, ta
TPOAMALTOOUEVQ, O MEPLEKTNG, N QUAAEN KoL Ta aTolxela eAEyyOU TIPETEL VO EYKPLOODV YL TH OUYKEKPLUEVN
epapuoyn. H évap&n touv vrmoAoylopol BUD eival n évapén tng napaokevic. EQapudletal To GLUVTOUSTEPO
TEKUNPLWHEVO 6pLo, PE XWPLOTO EAEyYO BLAPKELAC HETA TO Avolypa. Ta dpla USP elval texviké mAaiolo Kat 6ev
napovoldfovtal WG EAANVIKA vopobeaoia.

The numeric value is a literature reference ceiling subject to its specific conditions. No actual batch BUD has been
assigned and no aw measurements have been produced. The exact formula, prerequisites, container, storage and
quality evidence require approval for the actual application. The BUD clock starts when compounding begins. Use
the shortest applicable supported limit and assess in-use dating separately. USP categories are a technical
framework and are not presented as Greek legislation.

AveEdpTNTN EAANVIKA/QYYALKT) EMOTNROVIKA Tpooappoyh mnywv AEMPS kat EMA ané to compounding.gr - ZTaowwoG Xp.ZLKAALEG. Agv

anoteAel enlonun petdgpaaon fi €ykplon Twv Popéwv. / Independent Greek/English scientific adaptation of AEMPS and EMA sources by
compounding.gr - Stasinos Chr.Sikalias; not an official translation or endorsement.

AVEEGPTNTN EAANVLKA/AYYALKT EMOTNUOVIKE Tpocapuoyr mnywv AEMPS kat EMA amnd to compounding.gr - ZTaowwog Xp.ZIKaALAG. Agv
anoteAel enlonun petdgpaon f £€ykplon Twv gopéwv. / Independent Greek/English scientific adaptation of AEMPS and EMA sources by
compounding.gr - Stasinos Chr.Sikalias; not an official translation or endorsement.

Mnyéc ka1 mapanopnég / Sources and references

[1] AEMPS - Formulario Nacional - CASCARA SAGRADA, CAPSULAS DURAS DE

FN/2003/POF/002; standalone PDF in current official catalogue; NIPO 134-20-002-3 / 090-22-245-5 | PDF p.2, §§83-7; subsequent precautions
and patient leaflet | Exact capsule composition, process, packaging, storage and source period; historical clinical instructions reassessed
against HMPC | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/fitoterapia/preparados-oficinales/fn_2003_pof_002.pdf
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[2] EMA/HMPC - Rhamnus purshiana DC. / Frangula purshiana (DC.) A. Gray, cortex

EMA/HMPC/726270/2016; final revision 1, 6 May 2020 | §§2-4; §5.3 | Adopted clinical and safety assessment; only the herbal preparation and
route specified in that document | 2026-10-13

https://www.ema.europa.eu/en/documents/herbal-monograph/final-european-union-herbal-monograph-rhamnus-purshiana-dc-cortex-revision
-1_en.pdf

[3] AEMPS - Elaboracién de cépsulas duras

PN/L/FF/001/00; current official standalone PDF | PDF pp.3-5, §§4.2-4.6 | Preparation environment, volume-based capsule selection,
encapsulation and source QC requirements | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-de-elaboracion-de-formas-farmaceuti
cas/pn_|_ff_ 001_00.pdf

[4] EMA - Guideline on quality of herbal medicinal products/traditional herbal medicinal products

EMA/HMPC/CHMP/CVMP/201116/2005 Rev.3; final 18 January 2022 | §§3,5,7,8; PDF pp.5-15 | Herbal-material identity, standardisation,
contaminants, finished-product controls and stability principles; not a numerical BUD study for this capsule | 2026-10-13

https://www.ema.europa.eu/en/documents/scientific-guideline/final-guideline-quality-herbal-medicinal-productstraditional-herbal-medicinal-pr
oducts-revision-3_en.pdf

[5] AEMPS - Mezclado de polvos

PN/L/OF/002/00; current official standalone PDF | PDF pp.3-5, §§4.2-4.4 | Powder mixing, dilution sequence, cross-contamination controls and
drying after cleaning | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-de-operaciones-farmaceuticas/pn_|_o
f_002_00.pdf

[6] AEMPS - Indumentaria

PN/L/PG/002/00; current official standalone PDF | PDF p.3, §4 | Clothing, gloves and eye/respiratory protection during powder handling |
2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-generales/pn_|_pg_002_00.pdf
[7] AEMPS - Herbal starting material Rhamnus purshiana DC. / Frangula purshiana (DC.) A. Gray, cortex

FN/2003/PAF/003 | PDF p.2, §§3-5; §10 | Starting-material definition, source assay basis and handling; historical clinical paragraphs are not
used in preference to newer HMPC safety assessment | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/fitoterapia/principios-activos/fn_2003_paf_003.pdf
[8] AEMPS - Etiquetado

PN/L/PG/008/00; current official standalone PDF | PDF pp.3-4, §4 | Label identifiers and patient instructions; Spanish procedural model adapted
independently | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/procedimientos-normalizados-de-trabajo/procedimientos-generales/pn_l_pg_008_00.pdf
[9] AEMPS - Excipiente n.21 para capsulas

FN/2003/EX/013 | PDF p.2, §83-7 | Microcrystalline cellulose 98.05% +colloidal anhydrous silica 1.95% powder blend; exact dependency
CGR-ES-049 | 2026-10-13

https://www.aemps.gob.es/formulario-nacional/monografias/materias-primas/excipientes/fn_2003_ex_013.pdf
[10] USP compounding update - public NABP webinar handout

14 September 2023; presentation by USP experts | PDF pp.10-11, slides 19-22 | Public explanation of aw-dependent BUD categories; not the
full licensed chapter, not a Greek legal requirement and not stability evidence for this capsule | 2026-10-13

https://nabp.pharmacy/wp-content/uploads/2023/09/USP-Compounding-Webinar-Handout-September-14-2023.pdf
[11] USP - General Chapter <795> Frequently Asked Questions

November 1, 2023 FAQ; rechecked 14 October 2026 | Questions 52, 54-56, 61, 64-66 | General category/extension rules only; not
exact-product stability evidence. | 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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