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In accordance with the requirements of good manufacturing practices a proper keeping of documen-
tation in compounding pharmacies licensed to prepare medicines should be an integral part of the
quality assurance system and be a key element at all stages of preparation and quality control of
compounding preparations. One of the important elements of proper documentation is the practice of
using standard operating procedures (SOPs). The aim of this article is to describe the methodology of
the SOP developing for licensed compounding pharmacies. Standard procedures should be developed
according to the current requlatory framework and research. SOPs are developed by the staff involved
in introduction of this procedure. SOPs should be reviewed by responsible persons and approved
by the head. The following SOP structural elements have been identified: the title page (the name of
institution, the name of the SOP, the classification number, the SOP version, the date on which the
SOP enters into force, the signature of the responsible person); the goal; the scope of application;
responsibility; stages of the procedure; revision (the term when the SOPs should be reviewed). The
organizational structure of the quality assurance system is proposed for the SOP systematization:
quality assurance, personnel, facilities and equipment, documentation, technology of preparation,
quality control, carrying out works under the contract, complaints and recall, self-inspection. For each
of the sections it has been proposed to develop SOPs focused on ensuring compliance with the

procedure and to provide the quality aspect, which is the subject in this section.

According to the GPP requirements a good docu-
mentation in compounding pharmacies is an integral part
of the quality assurance system and is a key element at
all stages of preparation and quality control of compound-
ing preparations (CP) [1, 2, 6, 13]. The purpose of ex-
istence and introduction of a good documentation must
be determination, management, control and recording
of all activities that may directly or indirectly affect all
aspects of the CP quality [6]. The important element
of a good documentation is the practice of using stan-
dard operating procedures (SOPs). The development of
SOPs provides the requirements for preparation of the
CP[1, 2], but it is not widely introduced into practice of
compounding pharmacies of Ukraine.

According to the international experience in GPP
introduction SOPs and working instructions should be
developed for works and services carried out and avail-
able in compounding pharmacies, and which may af-
fect the quality of public service and CP [7-10]. The spe-
cial attention is paid to development of step-by-step pro-
cedures of compounding, quality control, labeling, sto-
rage of the CP, cleaning, disinfection, qualifications and
operation with the equipment, etc. [10, 11]. The necessi-
ty of the SOP development and introduction in the com-
pounding pharmacies of Ukraine has been confirmed
by the results of the survey [5, 14].

The introduction of SOPs has a number of advan-
tages. It helps to understand the process better, to op-
timize the working time and avoid additional unneces-
sary actions; to define duties of each employee and make
sure that every employee knows them; to allow coordi-

nating the implementation and sequence of the various
stages of work, it provides proper execution of proce-
dures at all stages of preparation, quality control, patient
care, etc. SOPs can be also used as an educational tool
for temporary workers, part-time workers, as the mate-
rial for training of new employees, interns, and trainees.
The SOP complex introduction should provide quality
of the final product, confidence and coordination of op-
erations. The SOP may contain additional information
that is necessary for the self-inspection or audit. Standar-
dization of the in-house quality control procedures re-
quires the special attention [5, 14]. In the work [4] some
aspects of the SOP development for retail pharmacies
are given, approaches for development of the structure,
the content and registration are discussed, as well as
the list of typical SOPs is formed. For compounding
pharmacies of Ukraine the question of the SOP deve-
lopment has been insufficiently studied; therefore, the
additional studies are important.

The aim of this article is to describe the methodo-
logy of the SOP developing for licensed compounding
pharmacies of Ukraine.

Materials and Methods

The study was performed using modern literature
sources, the regulatory framework of Ukraine, data of
pharmacopoeias and materials of own research. The me-
thods of analysis, synthesis and data compilation were
used in the work.

Results and Discussion

SOP development. While writing the SOP the author
should use the current regulatory framework (Laws of
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Table
The list of typical SOPs for compounding pharmacies

Name of the section

Examples and subjects of SOPs

Quality assurance

General procedures; the main stages of organizing the quality assurance system and good
pharmaceutical practice, quality control; administrative responsibilities; writing the SOPs

Staff recruitment; training; administrative responsibilities; the order to provide information to

Personnel the public; consultations of physicians; CP dispensing; occupational hygiene

The care procedure in terms of compounding, quality control, storage of CP; cleaning; registra-
Facilities and tion of temperature and humidity in the premises; compliance with the sanitary and epidemio-
equipment logical requirements; purchase, maintenance, cleaning of the equipment; provision of analyti-

cal equipment operation

Documentation

The procedure for filling and storage of documentation

Technology of

reparation . . .
prep order of actions in emergencies

Preparation of active substances and excipients; compounding operations; obtaining of puri-
fied water; preparation of glassware, material for closure; storage; packaging, labeling; the

Quality control

The procedure for the in-house quality control; weighing on an analytical balance; potentio-
metric determination of pH®; acid-base titration using the colour indicator solution, etc.

Carrying out works

under the contract sampling and transport

Contract signing; repair works; external audit; quality control in an independent laboratory;

Complaints and recall

Storage of the raw material; managing customer complaints, conflict resolution; side effects of CP

Self-inspection

The procedure for self-inspection; the SOP review procedure; compliance with the require-
ments of SOPs; assessment of the premises and equipment

Ukraine, orders of the Ministry of Public Health, and
requirements of the State Pharmacopoeia of Ukraine),
the literature (scientific publications, reference books),
manuals for equipment and take into account the ex-
perience of the personnel involved in performance of
this procedure. The SOP content should be unambigu-
ous for understanding; it should not contain false and
unnecessary information.

According to the modern recommendations for the
SOP development an author must answer six questions:
“Who?”, “What?”, “When?”, “Where?”, “Why?”, “How?”
[11]. In order to answer to the question “Who?” it is
necessary to write the name of the person who is re-
sponsible for performing the procedure itself or for the
procedure’s control; “What?”” — describe briefly the pro-
cedure to be performed and the resources required; “When?” —
determine the timing of the procedure; “Where?” — give
the department’s name, premises, in which the procedure
should be carried out; “Why?” — give the aim of the pro-
cedure; “How?” — describe the order / sequence of per-
forming the task. After receiving the answers to these
six questions, the document shall be filled according to
the SOP format.

The SOPs developed must be signed by responsible per-
sons of the compounding pharmacy and approved by the
legal entity or individual entrepreneur. The SOPs should
be developed for each workplace depending on the duties
performed by employees of the pharmacy. Since the pro-
duction capabilities of various pharmacies are different,
the content of the SOPs can not be the same for all phar-
macies. The mandatory list of the SOPs must be designed
for each compounding pharmacy. It is advisable to give the
content of SOPs in the form of tables and/or algorithms.

SOP approval. The written SOPs must be revised.
A staff member who was not involved in writing the

SOPs should be appointed to review the SOPs. During
the SOPs review some questions should be asked: “Have
the following six questions (who, what, when, where,
why, how) been answered? Are there any restrictions to
use the SOP? Has there been something missed?”” After
the final review the SOP must be approved and signed
specifying the date.

All SOPs developed must be registered in the log-
book [4] where the SOP name, the registration number,
version, the name (position) of the person who devel-
oped the SOPs, the name (position) of the person who
approved the SOPs, the number of the SOP copies, the
place of storage should be noted.

Revision. It is necessary annually to review the rele-
vance of the SOP content, steps/procedures, equipment,
etc. If the data is outdated, SOPs should be updated.
The SOPs should be also reviewed by employees who
directly perform the appropriate procedure, but not by
the responsible person developed this SOP. The revised
SOPs must be recorded in the SOP registration logbook.

Today there is no form legally approved for SOPs
in Ukraine, therefore, each compounding pharmacy can
develop SOPs in its own way. However, a certain for-
mat and structure of the SOP should be followed [3, 9].
The mandatory SOPs elements are: the title (name of the
institution, the name of the SOP, ID number, the version
of the SOP, the date of the SOP approving, the signature
of the responsible person); the goal; the scope; the re-
sponsibility (who performs and who is responsible for the
execution, who is responsible for admission of the staff to
perform this procedure, and who has the right to replace
the employee to perform the procedure); the stages of the
procedure; review (valid date, date of review).

Additional information may include the data about
the version of the SOPs (developed first, updated, re-
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placement of the old SOPs); reference (in the reference
books, regulatory and normative documents, etc.); term
definitions; materials and equipment; safety. These data
can be distinguished as the individual structural ele-
ments [12].

SOP systematization. It is appropriate to use the or-
ganizational structure of the quality assurance system
for the SOP systematization in compounding pharma-
cies of Ukraine. This structure is given in the guideline
for preparation of medicines in healthcare institutions

[13, 14]. It is proposed to develop SOPs for each sec-
tion. The list of typical SOPs for the quality assurance
system in compounding pharmacies is given in Table.

CONCLUSIONS

This article presents the methodology of the SOP
development for compounding pharmacies of Ukraine.
The algorithm of development, approval and revision
procedures of SOPs, the structure and the content of a
typical SOP, as well as the systematization system have
been proposed.
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PO3POBKA CTAHOAPTHUX ONEPALIMHUX NPOLIEQYP TA iX BIPOBAOKEHHS

Y BUPOBHUYUX AMTEKAX
0.A.30d0puk

Knroyosi crioea: cmaHdapmHa onepaujiltiHa rnpouedypa; nikapcbKi 3acobu arnme4yHo20
8U20moerieHHs; 3abesne4yeHHs1 SKocmi nikapcbKux 3acobie

BidrnogidHo do 8uMOz HanexXHol aUpPOB6HUYOI MpakmMuUKU HanexHe eedeHHs1 OOKyMeHmauii y anmekax,
Wo Marome JliYeH3it0 Ha 8U20MOBIIeHHS NliKapCbKUX 3acobig, Mae crmaHo8umu Heegid’eMHy YacmuHy
cucmemu 3abesrneqyeHHsT sKocmi ma 6ymu Km4o8UM efIeMEeHMOoM Ha 8Cix cmadisx eu20moeeHHs
ma KOHMPOIIo IKOCMi eKcmeMnoparnbHUX fikapcbkux 3acobie. OOHUM 3 8axusux efieMeHmie Ha-
JIeXXKHO20 8edeHHsT QoKyMeHmaUii € npakmuka euKopucmaHHs1 cmaHdapmHux onepauitiHux rnpouye-
Oyp (COrI). Memoro daHoi pobomu € suknad memoodosnoeii po3pobku COI1 0nsi anmek, wo mMaromab
NiUeH3sito Ha 8U20MOBIIeHHS JlikapcbKux 3acobige. CmaHOapmHi npouedypu Marome po3pobrsamucs 3
ypaxyeaHHSIM Cy4acHOi HOpMamueHoi ba3u ma Haykogux O0C/iOXeHb epCoHanioM, KUl 3anyYeHul
00 suKkoHaHHs OaHoi npoyedypu. COl maromb 6ymu npopeyeH3o08aHi 8idrnogidanbHUMU ocobamu ma
3ameepOxeHi kepisHUkoM. BudineHi HacmynHi cmpykmypHi enemeHmu COll: mumyn (Ha3ea ycma-
Hosu, Hazsa COIl, knacudgikayitiHuli Homep, eepcis COll, 0ama, 3 sikoi COl Habysaromb YUHHOCMI,
nidnuc eidnoesidansHoi ocobu); Mema; cghepa 3acmocysaHHsI; 8idrnosidansHicms, cmadil npouedypu;
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nepeeansd (mepmiH Oil, konu COIlN marome 6ymu nepeeansHymi). ns cucmemamu3auii COI 3anpo-
MMOHOBAHO 8UKOPUCMOBYy8amu opaaHi3aujiHy cmpykmypy cucmemu 3abe3neqyeHHs1 sKocmi: 3abesre-
YeHHS1 IKOCmi, nepcoHarl, npuMilieHHs1 ma obnadHaHHS, OOKyMeHmau,isi, mexHoroaisi 8U20moerieH-
HSs1, KOHMPOJIb SKOCMI, NPpogedeHHs pobim 3a KOHMpPaKMmMoM, ckapau ma 8iOKIUKaHHS, CaMOIHCHEKUs.
Lns koxHoz0 3 po3dinie npornoHyemscsi po3pobnsmu CO[ll, opieHmoesaHi Ha 3abe3rieyeHHs BUKOHaH-
Hs1 miel npouedypu i 3abe3nedeHHs1 mo2o acriekmy sKocmi, SKOMy ripucesyeHo yel po30ir.

PA3PABOTKA CTAHOAPTHbIX ONMEPALUUOHHBLIX MPOLEAYP U UX BHEOPEHUE

B MPOU3BOACTBEHHbLIX ANTEKAX

A.A.3d0puk

Knroyeenble crosa: cmaHOapmHasi ornepayuoHHasi npouedypa; 1ekapcmeeHHble cpedcmea
arnmeyYyHo20 NpueomoesieHusi; obecriedeHuUe Ka4ecmeaa fiekapcmeeHHbIX cpedcme

B coomeemcmeuu ¢ mpebosaHusamu Hadnexauwjel rnpou3sodcmeeHHOU npakmuku, Hadnexaujee
gedeHue OOKyMeHmayuu 8 arnmekax, UMeroLUX JTUYEH3UI0 Ha Mpu20moerieHue JiekapcmeeHHbIX cpedcms,
O0MKHO cocmassisimb HeOMbEMIIEMYIO Yacmb cucmeMbl obecriedyeHusi kKadecmea U 6bimb KITHoHeabIM
371IEMEHMOM Ha 8cex cmadusix nNpuU20moereHusi U KOHMPOJIsl Kadecmea SKCmeMropasibHbIX JieKap-
cmeeHHbIx cpedcma. OOHUM U3 8aXKHbIX 3/1IeMEHMo8 Hadrexauwieao gedeHus1 O0OKyMeHmauuu sierisi-
emcs rnpakmuka Uucrosib308aHusi cmaHOapmHbIx orepayuoHHbIx npouedyp (COrI). Llensto daHHOU
pabomel sensiemcs usnoxeHue memodosnoauu paspabomku COI dns anmek, uMerwux MUYEH3U0
Ha npuaomoerieHue fiekapcmeeHHbIX cpedcms. CmaHdapmHbie npouedypbi OOmMKHbI paspabamesi-
8ambCsi C y4emoM CospeMeHHOU HopMamueHoU 6a3bi U Hay4YHbIX uccredosaHull nepcoHasrioM, Ko-
mopbili 808/1E4€EH 8 8biNosIHeHUe daHHoU rpoyedypbl. COl omkHbI 6bimb MPopeyeH3upo8aHbl 0m-
8emcmeeHHbIMU JluyamMu U ymeepxxoeHbl pykogodumernem. BbideneHbl credyouue cmpyKmypHble
anemeHmsbi COlN: mumynbHas cmpaHuya (HasgaHue yupexoeHus, HazgaHue COIl, knaccugukayu-
OHHbIU Homep, gepcusi COl, dama, ¢ komopou COIll ecmynaem & cusy, nodnucs 0M8emcmeeHHo-
20 nuya); yesnb; cghepa NMpuMeHEeHUs; 0meemcmeeHHOCMb, cmaduu npouedypsbl; nepecmomp (CPoK
Odeticmesusi, koeda COI dormxHbl 6bimb nepecmompensbl). [Ans cucmemamu3dayuu COIl npednoxeHo
ucrosb308ame opaaHu3alyUOHHY0 CmMpPyKmMypy cucmembl obecredeHuUs: kadecmea: obecrieyeHue Ka-
yecmea, rnepcoHarl, nomeweHue u obopydosaHue, OOKyMeHmMauyus, MexHo102usi MpuaomoesieHus,
KOHMpOJb Kayecmaea, rposedeHue pabom o KoHmpaxkmy, xafnobbl U 0m3bI8bl, caMOUHcreKyus. s
kaxdoe2o u3 pasdernos ripednazaemcs paspabamsisams COl, opueHmuposaHHbIe Ha obecrieyeHue
8bIMoIHeHUs1 mou rpouedypsbi U obecriedeHuUe Moeo acrekma Kadecmea, KOmopoMy OCesU,eH 3mom
pasoer.



