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réAn TpeTvoivne 0,025%
Tretinoin 0.025% gel

BiBALoypa@lkr} avagopd / Reference document

Z0vOeon avagopdc / Reference formula

Bdon / Basis: 100 g TeAtkAG YEANG - 0,25 mg/g / 100 g finished gel;0.25 mg/g

ZuoTaTikO / Ingredient Moootnta / Quantity

TpeTwotvn 25 mg
Tretinoin
BouTUALEPOELTOAOVOALO(BHT) 20 mg

Butylhydroxytoluene(BHT)

OvbéTtepn LEPOAAKOOALKH YEAN EX021 g.s.ad 100 g
Neutral hydroalcoholic gel EX021

Mpoamaittovpeva / Prerequisites
CGR-ES-056 Neutral hydroalcoholic carbomer gel EX021

MepLypa@n okevdopatog / Preparation description

TUVEKTLKH, abLagavAg YEAN KITPWWIHG amdxpwong He 0,25 mg/g TpeTvoivng kat 0,2 mg/g BHT. H adtagdveta
Tou TeAKOL mpoidvtog avagépetal and To FN kat 6ev ouyyéetal e tn dladyela tng 4dstag Bdong.

Firm opaque yellowish gel containing tretinoin 0.25 mg/g and BHT 0.2 mg/g. FN describes the finished product as
opaque, unlike the clear unmedicated base.

References: [1]

Apaon kai xpon / Action and use

AgppaTiky aywyrn eayeowplkAg akUAC + To FN avagépel emlong €MKOLPLKA AVTLLETWILON pwToyrpavong. Xprion
MOVO HE KaBOPLOUEVO BEPATELTIKO OYEDLO. AVTEVOEIKVLUTAL OTNY EYKLUOCGOVN KOl KATA TOV MPOYPOUUATIONS
€yKLooLYNG cOHEWVa pe EMA.

Cutaneous treatment of comedonal acne; FN also describes adjunctive use for photoageing. Use only within a
defined treatment plan. EMA contraindicates topical retinoids during pregnancy and when planning pregnancy.

References: [1], [3]

Mpobiaypagéc / Specifications

TUVEKTIKH, aBLAQAVAC KITPWWIH YEAN XWP(G KOKKOLC/Slaxwplopd.25 mg TpeTvotvne avd 100 g. To pH 6-6,5
ag@opd tnv npodlaypaen tTnG Bdong EX021, éxL SnuooLevpévn LEAETN TEALKAG 0TABEPSTNTAG dpaaTIKOD.

Firm opaque yellowish gel without grittiness/separation;25 mg tretinoin per 100 g. pH 6-6.5 is the EX021 base
specification, not a published finished-active stability study.

References: [1], [2]
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®wg / Light

MpootaTtéyTte KATA XELPLOUOS Kat QOAAEN - To FN {nTtd npootacia and gwg TNy TeAKH odnyla. To cwAnvépLo
aAovpviov meplopi(letl TNV €kBean. Evtovdtepn PETAROAR XpWHaTOC analtel andpplyn/dlepedvnon ONwe avagépet
n mnyn.

Protect during handling/storage; the FN final leaflet requires light protection. Aluminium tube limits exposure.
Increased colour intensity warrants rejection/investigation as indicated by the source.

References: [1]

Aépac kKat o€eidbwon / Air and oxidation

Epyaotei{te oOvtopa, pe KAELOTA Hoxela OTOL EQLKTO Kal Xwplc évtovo aegplopd. To BHT nepthAauBavetal otn
OLYKEKPLPEVN UVOEDN - BEV TEKUNPLWVETAL OTL N mapovcia Tov eMITPEMEL AVEEEAEYKTN €KBEON O aépa N
napdtoon SLEpKELAG.

Work promptly with vessels covered where practicable and avoid aeration. BHT is part of this formula; its
presence does not establish tolerance of uncontrolled air exposure or longer dating.

References: [1]

Nepo kat SuaAvtoTtnTa / Water and solubility

H Bdon nepthapBdavel guvtnpnuévo BdwWp - 6ev elvat dvudpn. Mnv pocBéteTe emMA€ov vepd yla apaiwaon
8paoTikol. To e0WTEPLKS ouvTNPENTLKS cboTnua Tng EX021 npénel va datnpeitat.

Base contains preserved water and is not anhydrous. Do not add extra water to dilute the active. Preserve the
EX021 internal preservative system.

References: [1], [2], [6]

Yypaoia / Humidity

JLVOKEC MAPACKEVIG TNG OLYKEKPLPEVNC ovoypaglag: oxeTkr vypaoia = 60%. Mpootaoia and vypacia kKol otn
QUAOEN - TO CWANVEPLO MaPAUEVEL KAELOTO.

Specific manufacturing condition: relative humidity = 60%. Protect from moisture during storage and keep the
tube closed.

References: [1]

Oeppokpacia / Temperature

MepBdAAov mapaokeLiG Kat UAAENG < 25 °C. Mnv xpnotuormole{te B€puavon yla emtdyvvon dldAvong xwelc
TEKUNPLWHEVN TpoTonolnon - N Hovoypapia 5ev MPOBAEMEL OgpuIKS BAUA YLX THY TPETIVOLYN.

Manufacture/store below 25 °C. Do not introduce heat to accelerate dissolution without a supported revision; no
tretinoin heating step is specified.

References: [1]

pH kaiL ovpBatoétnta / pH and compatibility

H EX021 nmnkTtwuatomnole{tal ue TpoAapivn €éwg pH 6-6,5. Kataypdyte pH petd evowpudtwon dpactikod Xwpic va
vnoBéTteTe OTL aLTS TLoTomoLel XNULkr otabepdTnTa. AAAayr pH/KapBouepolg anattel véa agLloAdynon.

EX021 is gelled with trolamine to pH 6-6.5. Record pH after active incorporation without treating it as proof of
chemical stability. Altered pH/carbomer requires reassessment.

References: [1], [2]
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AAAec aAAnAemidpaoelg / Other interactions

ETUMA€0V KEPATOAVUTIKE, QMOTPLXWTLKA, AMOAEMLOTIKE 1 évTova AAKOOALKE TPoldvTa Unmopoly va aLEoouy
epeOLONS. Aev poaTiBeTal GAAN dpaoTikh oTnv (Bla YéAN Xwplg Tekunpiwon ouuBatdTNTOG.

Additional keratolytics, depilatories, exfoliants or strongly alcoholic products can increase irritation. Do not
incorporate another active without compatibility evidence.

References: [1]

Eldika otolxeia cvotaTtikwy / Ingredient-specific information

TpeTwotvn=all-trans peToikd oED - dxL LooTPETWOLYN. H akptBrc EX021 meptéxel kapPouepéc 940 og avaroyia
1%, a®avoéAn 96%10 g/100 g, mponuAevoyAukOAn 5% Kot cuvtnpnuévo DdwWP, e TpoAapivn yia pH 6-6,5. Agv
vloBeTe(Tal N mMpoalpeTIKA adEnon aAkodANG 25% tng yevikig Bdong oe avtd to HeATio.

Tretinoin is all-trans retinoic acid, not isotretinoin. Exact EX021 uses carbomer 940 at 1%, ethanol 96%10 g/100 g,
propylene glycol 5% and preserved water, with trolamine to pH 6-6.5. This sheet does not adopt the generic
base’s optional increase of alcohol to 25%.

References: [11], [2]

Mpootacia epyalopévwy / Staff protection

Z0ywon 25 mg 6paoTikol pe KatdAAnAo eAdyxloto Bdpog Cuyol Kat ouykpdtnon okdévng. Mavtia, modld, npootacia
0QOUALWY Kal oX0AAOTIKOC KaBaplopdc neplopiouv tuxaia €kBeon o€ PeTIVOELSEC. EAEYXOC ATUWV/AVAPAEENC
KaTd xelplopd atbavoAnc.

Weigh 25 mg active using a suitable balance minimum weight and powder containment. Gloves, coat, eye
protection and careful cleaning limit inadvertent retinoid exposure. Control vapour/ignition hazards when handling
ethanol.

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

ExTipnon kKivdéovovu / Risk assessment

YynAr npoooxn o€ dekadikd: 25 mg/100 g=0,025%, 6xt 0,25%. Avanapaywylkdg kivbuvog amnattel EAeyxo
KONONG/MPOYPOUUATIONOD KAWIKA, OXL auBA{PETN HETAPOPE MPOYPAUUATOG A6 TOL CTOUATOC LOOTPETLVOIVNG.
MNpdéobeTol kivbuvol: UV, gpeblopdg kat gwtoxnutkr aAioiwaon Touv npoidévTtog.

Decimal check is essential: 25 mg/100 g=0.025%, not 0.25%. Clinically assess pregnancy/plans without
automatically transferring oral-isotretinoin programme requirements. Additional risks are UV exposure, irritation
and product photochemical deterioration.

References: [1], [3]

ZuvOnkec mapaockevnG / Compounding conditions

EAEVETE MPUITA 6TL 0 UYOC KAADMTEL 25 mg TPETWOlvNe Kat 20 mg BHT - SLaQOPETIKA amaLTE(TAL EMKUPWHUEYN
npoapaiwon/ueyoAdtepn noptida. Alatnpriote < 25 °C, RH = 60%, MePLOpLOUEVO PWTIOUS Kol COVTOUO XELPLOMO.

First confirm the balance can accurately weigh 25 mg tretinoin and 20 mg BHT; otherwise use a validated
pre-dilution or larger batch. Maintain below 25 °C, RH = 60%, controlled light and prompt handling.

References: [1]
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Tekpunpiwon BUD / BUD rationale

H AEMPS avagépel 1 priva kKdtw amnd 25 °C, pe npootacia and vypaoia Kot gwe g€ cwAnvdplo aAovpviov. To 6pLo
oavaopds tng MNyrg elvat 28 nuépeg kat dxtL népa and 1 nuepoAoylakd prAva. Agv anoteAel EYKEKPLUEVO
AeLtovpylkd BUD yia to mapdv texvikd deAtio: mponyeitat eniAvon Kat €ykplon tTng aouuewviag otn celpd
MoPAOoKELVHG HETAED FMT021 kat EX021. Aev evtoniotnke aveEdptntn HEAéTN oTaBepdTNTAC YL TNV (Bl
Bdon/ovokevaaoia 00TE TEAKS AMOTEAEOUN EvEPYOTNTOG VEPOU/AET. To e€Edunvo tng Bdong xwpic dpaoTtikh ovala
dev peTa@épeTal. Asv SNAWVETAL MPAYHUATLKY MTAPACTKELH, EpyacTNPLOKY EMKOpwon r anodéapgvuan. [1,2] OL 28
NUEPEC elval AMOKAELGTIKA ouvTNPENTLKA EKBOTIKA peETATPOTH EVEC NUEPOAOYLAKOU HAva: BEV amOTEAODY
oAOKANpwHévo Tomikd BUD.

AEMPS reports 1 month below 25 °C, protected from moisture and light in an aluminium tube. The source
reference ceiling is 28 days and no later than 1 calendar month. It is not an assigned operational BUD for this
technical record: the sequence conflict between FMT021 and EX021 must first be resolved and approved. No
independently matched vehicle/tube stability study or final water-activity/AET result was retrieved. The
unmedicated base’s 6 months do not transfer. No preparation, laboratory validation or final release is claimed.
[1,2] The 28-day value is only the conservative editorial conversion of one calendar month; it is not a completed
local BUD.

References: [1], [2]

Mpoamaitovpeva / Prerequisites

OvbéTtepn LEPOAAKOOALKH YEAN EX021 - CGR-ES-056' cuvtnpnuévo 06wp EX001 -» CGR-ES-018. H gbvbeon Twv
€EAPTWHEVWY Bdoewv dlatnpeital, aAAd n gelpd MPoabAKNG TNG AAKOOALKAG @AONG MPETEL va SLELKPLVLOTEL TPV
and napackev- dev mpootiBeTal avBalpeTa eMTALOV ALBAVOAN.

Neutral hydroalcoholic gel EX021 — CGR-ES-056; preserved water EX001 - CGR-ES-018. Preserve the specified
dependent-base composition, but clarify the alcohol-phase addition sequence before manufacture. Do not add
unplanned extra ethanol.

References: [11], [2], [6]

EEomAlopog / Equipment

KatdAAnAog avaAuTtikdég Cuydg, mpootateupéva doxela, kdakivo 500 yla tn Bdaon epdaov spapudleTal, AMLOG
avadevuTpaGg, MEXAUETPO, OEPUOUETPO/VYPOHETPO Kal EEONMALOUOC MAHPWONG CWANVAPIOoL.

Suitable analytical balance, light-protected vessels,500-sieve for base where used, gentle mixer, pH meter,
thermometer/hygrometer and tube-filling equipment.

References: [1], [2]

M£00o60¢ mapaokevng / Compounding method

Texvikd deAtio avagopdc, éxL oplotikomotnuévn ekteAéaiun dladikaoia. To FMT021 {ntd napaokevr tng EX021
Kot SldAvon 25 mg TpeTvotvne poli e 20 mg BHT otnv atBovdAn TnG P&onc 0To TeAeLTa{o OTAGLO MAPAOKEVAC
NG YEANG. H EX021, duwg, mpooBétel TNV atbavoin pall pe to KapBopeEPES, TNV TIPOTIVAEVOYAUKOAN KOl TO
guvTNENUEVO DOWP TPV amd avapovh 24 WPWVY Kol KaTomy eEovdeTepwvel e TpoAauivn oe pH 6-6,5. H oslpd
MPOOONAKNG TNG AAKOOALKAG GAaNG Mapapével adlevkpivioTn. Mpw and napackevr anatte{tal Sltevkpivian Tov
apuddLoL eKBATN A emKOpwWaOnN Kot £€yKPLON OLYKEKPLUEVNG OeLpdc, nadl pe pwTomnpootaoia, evuddtwon,
€€oudeTépwon Kal TEALK Hdla. Agv mpooTtiBeTal emnA£ov atBavéAn o0Te MapoLoLAleTal LTIOBETIKY CELPE WG
enaAnBevpévn. [1,2]

Technical reference, not an executable reconciled method. FMT021 directs preparation of EX021 and dissolution
of 25 mg tretinoin plus 20 mg BHT in its ethanol at the final gel-manufacturing step. However, EX021 adds ethanol
with carbomer, propylene glycol and preserved water before a 24-hour rest, followed by trolamine neutralisation
to pH 6-6.5. These instructions leave the alcohol-addition sequence unresolved. Before manufacture, obtain an
authorised clarification or validate and approve one explicit sequence, including light protection, hydration,
neutralisation and final mass. Do not use extra ethanol or imply that an assumed order has been verified. [1,2]
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References: [11], [2]

Napatnpnoelg / Observations

OL 0dnyleg mpooBrikng atBavoAng otig FMT021 kat EX021 6ev gupgwvoly peTtagDd Toug. To deAtio napapével oto
TEXVIKS £pguvNTIKS mopdpTnUa pEXPL va dlevkpvioTel, TekunplwOel kat eykptBel eviaia dladikacia. H ocbvBean
dlatnpeital - 6ev emvoseital eVAAAAKTIKA OELpd MOPAOKEVAG.

The FMT021 and EX021 alcohol-addition instructions are not mutually consistent. This record belongs in the
technical research appendix until one process is clarified, documented and approved. The listed formula is
retained; no alternative manufacturing order has been invented.

References: [11], [2]

MeplékTnG KaL ovokevaoia / Container and packaging

ZWwWANvapLo aAovpviov KaTAAANAO yla TNV LEPOAAKOOALKH BAON, HE ATIOTEAECHATIKO KAE(OLHMO KOl TEKUNPLWHEYN
€0WTEPLKN oLUBATOTNTA. ASLa@aVvEC EEWTEPLIKSO TMEPLTOALYUA étov ¥peldleTal mpootaoia Katd 6ldBeon.

Use an aluminium tube suitable for the hydroalcoholic base, effectively sealed with qualified internal
compatibility. Provide opaque outer protection where needed during supply.

References: [1]

MowoTikO6¢ éAeyxocg / Quality control

AvegdpTtnTog €AeyX0G 25 mg Kat 20 mg, TEAKKAG HATAG, XPWHATOG/OUOLOYEVELG, AMOLGNG KPLOTAAAWY,
Kataypoer pH kat éAeyxoG KAelo{paToc. MapakoAolONON XPWHATOC 5V aVTLKABLOTE OTABEPOSELKTIKO
TPOCBLOPLOUS TPETIVOLVNG/LOOUEPLIV.

Independently verify 25 mg/20 mg, final mass, colour/uniformity, absence of crystals, pH record and closure.
Colour monitoring does not replace a stability-indicating tretinoin/isomer assay.

References: [1], [2]

®0Aain / Storage

KAgLot6 cwAnvéplo, < 25 °C, npootacia and pwc Kat vypaacia. AnopplyTe av napatnpendel onuavtikn evioyvaon
XpWHaToC A aAlolwon cbotaonc.

Keep tube closed below 25 °C, protected from light/moisture. Discard for marked colour intensification or altered
consistency.

References: [1]

A1aOeon / Dispensing

Epappoyr poévo o kabapd, MApwe oteyvd 6épua katd To oxua. Anoguyr UV/NALAKWY AQUTTHPWY Kot
owTonpootacia. Oyt oe 0pBaApoVg, BAevvoydvoug, eKCePaTIKS A NALoKapévo dépua. Na pn xpnogonote{tat gtnv
KOnon/étav npoypauuaTileTal eyKuoobvn. To ENAYYEAUATIKO TUAMA TNG TNYAC avagépel emiong avTévdelgn
0TOV BNAQOUS Kol O€ LOTOPLKG EMONALWUATOG: oL IEPLopLlopol StatnpolvTat PEXPL EBIKA KAWLKE enavekT{unon. To
TEXVIKO BeATIO Bev lval €Tolpo yia dldbeon.

Apply only to clean, fully dry skin as prescribed. Avoid UV/sunlamps and use sun protection. Avoid eyes, mucosa,
eczematous or sunburnt skin. Do not use during pregnancy/planning pregnancy. The source professional section
also contraindicates use during breastfeeding and with a history of epithelioma; retain these restrictions pending
specific clinical reassessment. This technical record is not ready for dispensing.

References: [11], [3]

Sikalias Greek Formulary | Reference documentation 5



compounding.gr | 10.0 | 2026-10-14

Enmionpavon / Labelling

EPEYNHTIKO IXEAIO ETIKETAZ - OXI [A AIAGEZH mpw ané éykpion Sladikaciog kat anédoon BUD. TpeTvoivn
0,025% (0,25 mg/g) - AEPMATIKH XPHZH. Na un xpnotpomnote{tatl atnv eykupoolvn i 6tav npoypapuatifeTal
€yKupoavvn. 0bnyieg: . dwTtonpootacia katd tn Bepaneia. POAaEN kdTw and 25 °C, pakpld and ewg, vypaoia
kat odld. Maptida: . Mapaokevr: . XpAon €wg [Hovo petd and eykekpLuévn anédoon nuepounviagl: .

RESEARCH LABEL OUTLINE - NOT FOR DISPENSING before process approval and BUD assignment. Tretinoin
0.025% (0.25 mg/g) - FOR SKIN USE. Do not use during pregnancy/planning pregnancy. Directions: __. Use sun
protection during treatment. Store below 25 °C, away from light, moisture and children. Batch: __. Prepared: _.
Use by [only after approved assignment]: __.

References: [1], [3]

v9_controls / v9_controls

To apBunTiké 6plo oto apyelo elvat pévo 6pLo BLBALOYPAPLKAC avapopdc UTd TIC £LBLKEC TPODTOBETELC. Agv €xEL
opltotel BUD mpayuaTikAc mopTidacg kat 6ev éxouv napaydel petprioelc aw. H akplBrigc obvBean, ta
TPOAMALTOOUEVQ, O MEPLEKTNG, N QUAAEN Kol Ta aTolxela eAéyyou TPEMEL val EYKPLOODVY YLl TN CUYKEKPLUEVN
epappoyn. H évap&n tou vmoAoylopol BUD eival n évapEn tng napaokevic. Epapudletal To CLVTOUOTEPO
TEKUNPLWHEVO OPLo, PE XWPLOTO €AeyY0 BLdpKeLag HETA TO dvotypa. Ta dpla USP elval texviké mAaiolo kat dev
napovotdfovtal wg eAANVIKY vouobeaia.

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.

Mnyéc koL mapanopunég / Sources and references

[1] AEMPS - Formulario Nacional - FN/2003/FMT/021 TRETINOINA, GEL DE

Current AEMPS standalone PDF; code FN/2003/FMT/021 | PDF p 2 §§3-7; subsequent safety and patient information | Exact formulation,
process, source shelf life and formulation-specific precautions; independent factual compilation, not official translation. | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/monografias/formulas-magistrales-tipificadas/fn_2003_fmt_021.pdf
[2] AEMPS - Formulario Nacional - FN/2003/EX/021 GEL NEUTRO HIDROALCOHOLICO

Current AEMPS standalone PDF; code FN/2003/EX/021 | PDF p 2 §§3-7; subsequent safety and patient information | Exact formulation,
process, source shelf life and formulation-specific precautions; independent factual compilation, not official translation. | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/monografias/materias-primas/excipientes/fn_2003_ex_021.pdf
[3]1 EMA - Retinoid-containing medicinal products, Article 31 referral

EC decision 21 June 2018; retrieved 13 October 2026 | Information for healthcare professionals: topical retinoids and pregnancy | Current
precautionary contraindication in pregnancy/planning pregnancy; no transfer of the oral retinoid pregnancy-prevention programme to a
topical formulation. | 2026-10-13

https://www.ema.europa.eu/en/medicines/human/referrals/retinoid-containing-medicinal-products
[4] CDC/NIOSH Pocket Guide - Ethyl alcohol

Page reviewed 30 October 2019; retrieved 13 October 2026 | Flammability, incompatibilities and personal protection | Ethanol raw-material
handling; not a measured flash point or hazard classification of the finished mixture. | 2026-10-13

https://www.cdc.gov/niosh/npg/npgd0262.html
[5] USP - Compounding Standards and Beyond-Use Dates

November 2022 USP publication, public copy hosted by Mississippi Board | p 2 nonsterile comparison table | General category limits only; not
product-specific stability, antimicrobial effectiveness or Greek law. | 2026-10-13

https://www.mbp.ms.gov/sites/default/files/2023-03/USP_Compounding_BUD_Fact_Sheet.pdf
[6] AEMPS - Formulario Nacional - FN/2003/EX/001 AGUA CONSERVANTE

Current AEMPS standalone PDF; code FN/2003/EX/001 | PDF p 2 §§3-7; subsequent safety and patient information | Exact formulation,
process, source shelf life and formulation-specific precautions; independent factual compilation, not official translation. | 2026-10-14

https://www.aemps.gob.es/formulario-nacional/monografias/materias-primas/excipientes/fn_2003_ex_001.pdf

[7]1 USP - General Chapter <795> Frequently Asked Questions
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JIKALIAS

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

Sikalias Greek Formulary | Reference documentation



