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The aim. To identify existing obstacles hindering the introduction of extemporaneous orphan drugs into circulation in the
Russian Federation, in order to develop recommendations for improving legislative regulation and organizing the activities of
pharmacies with the right to manufacture drugs.

Materials and methods. The study was performed using a comprehensive approach, including logical, comparative,
structural-functional, and conceptual analysis. Information retrieval was conducted in international scientific indexes, search
engines (PubMed, Google Scholar), and legal reference systems (ConsultantPlus, GARANT, Kontur.Normativ). Regulatory legal
acts of the Russian Federation and foreign countries, modern scientific publications, as well as the practical experience of
Russian pharmacies manufacturing drugs for the treatment of orphan diseases were considered.

Results. The main obstacles in the development of pharmacy compounding of orphan drugs were identified: low availability
of active pharmaceutical ingredients, limitation of the mechanism for establishing the shelf life of extemporaneous dosage
forms, prohibition of the manufacture of registered drugs, heterogeneity of pharmacies in terms of equipment and
competencies, lack of stable demand, restriction of dispensing compounded drugs for outpatient treatment, and uncertainty
of requirements for the therapeutic effectiveness of extemporaneusly compounded drugs. Based on the analysis, proposals
were formulated to improve the regulation of mechanisms for admitting substances to the market, using flexible approaches
to establishing shelf life, differentiating requirements for pharmacies depending on their capabilities, and legally establishing
the rights to manufacture certain categories of drugs, simplifying the dispensing of extemporaneous dosage forms, and
involving federal and regional institutions in the formation of stable demand for pharmacy drugs.

Conclusion. Overcoming the identified obstacles is of strategic importance not only for the pharmacotherapy of orphan
diseases, but also for the development of pharmacy compounding in general. The implementation of the proposed solutions
will create a sustainable system capable of providing patients with vital medicines regardless of market conditions and the
political situation. Global practice confirms that key competition in the field of orphan drugs unfolds precisely at the level of
regulatory systems, and in this perspective, the development of manufacturing pharmacies can become a tool for the Russian
Federation to protect the interests of patients, increase access to therapy, and strengthen drug sovereignty.
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Llenb. OnpepenvTb cyllecTBylowme 6apbepbl, NPEenATCTBYOWME BBEAEHUIO B 0OOPOT 3IKCTEMMOPA/bHbIX OpPdAHHbIX
NIEKAPCTBEHHbIX NpenapaToB Ha TeppuTopun Poccuitickoin  Pepepauun, AnAa  BblpaboTKM  pekomeHAauui Mo
COBEPLUEHCTBOBAHUIO 3aKOHOAATE/IbHOFO PEryIMPOBAHUA U OpPraHM3aLMmM AeATENbHOCTU anTeYHbIX OpraHu3aLmii ¢ NpaBom
WN3roTOB/IEHMA IeKapCTBEHHbIX MPenapaTos.

Marepuanbl 1 meTogbl. iccnegoBaHWe BbINMOSHEHO C UCMO/Ib30BaHWEM KOMM/IEKCHOTO NOAXOAA, BK/HOYAOLLEro IOTUYECKUi,
CPaBHUTENbHBIN, CTPYKTYPHO-OYHKLMOHANbHBIN M KOHLENTYanbHbIM aHanu3. MHGOPMaLMOHHBIN MOUCK NpoBoAM/CA B
MeXAYHapOoAHbIX HayYHbIX MHAEKCax, NOUCKOBbIX (Scopus, Web of Science, PubMed, Google Scholar) n cnpaso4Ho-npasoBbix
cuctemax (KoHcynbtaHTMatoc, TAPAHT, KoHTyp.HopmaTtue). PaccmatpuBanncb HOpmaTMBHbIE MPaBoBble akTbl PoccUitcKoim
depepaunm 1 3apybexRHbIX CTPaH, COBPEMEHHbIe Hay4Hble My6anMKaLum, a TakKe NPaKTUYECKUI OMbIT POCCUMCKUX aNTEYHbIX
opraH13aLumi, N3roTaBAMBaOLLMX JIEKAaPCTBEHHbIE NMPenapaThl AN NeYeHUs opdaHHbIX 3aboneBaHuUi.

Pe3ynbratbl. BbiABNeHbl OCHOBHble 6apbepbl Pa3BUTMA aNTEYHOrO W3roToBJAEHWA OpdaHHbIX NpenapaToB: HU3KaA
[OCTYMHOCTb aKTUBHbIX apmaueBTUYECKMX CYyBCTaHUMMA, OrpaHWYeHMe MexaHW3Ma YCTaHOBAEHWA CPOKOB FOAHOCTU
SKCTEeMMNOopasibHbIX IEKAPCTBEHHbIX GOPM, 3aMpeT Ha U3rOTOB/IEHME 3aPErUCTPUPOBAHHBIX NMPENapaTos, HEOAHOPOAHOCTb
anTeYHbIX OPraHN3aL M N0 YPOBHIO OCHALLEHHOCTM U KOMMETEHLMI, OTCYTCTBUE YCTOMUYMBOTO CNPOCA, OrPaHUYEHME OTMYyCKa
M3rOTOB/IEHHbIX JIEKAPCTBEHHBIX MPEnapaToB A/nA aMbynaTOPHOro NEYEHUs, a TaKKe HeonpeaenéHHoCTb TpeboBaHui K
TepaneBTUYecKol 3GPEeKTUBHOCTU SKCTEMMOPA/bHBIX aHAJIOTOB MPOMBbILLIEHHbIX JIEKAPCTBEHHbIX NpenapaTos. Ha ocHose
aHanun3a chopmynnpoBaHbl NPEeasIoKEHUA MO COBEPLUEHCTBOBAHWUIO PEryIMPOBAHUA MEXaHW3MOB AOMNycKa cybcTaHumit
Ha PbIHOK, WCMO/Ib30BaHUA FMOKMX MOAXOAOB K YCTAHOBNEHUIO CPOKOB rogHocT, aAuddepeHumaumn TpeboBaHMIN K
anTeYHbIM OPraHM3aLMAM B 3aBUCMMOCTU OT MX BO3MOXKHOCTEN M 3aKOHOAATE/IbHOMY 3aKPenaeHUIo NPaB Ha M3rOTOBAEHWUE
onpefenéHHbIX KaTeropuMit MpenapatoB, YMPOLLEHWUIO OTMYCKa SKCTEMMOpPasIbHbIX JIEKAPCTBEHHbIX GOPM, a TaKXke
BOB/ieYeHUO defepanbHbIX W PErvoHaNbHbIX WHCTUTYTOB B (GOpPMMpOBaHWE YCTOMYMBOrO CRNpOca Ha anTeyvHble
JleKapcTBeHHble npenapaTbl.

3akntoueHue. MpeososneHne BbiABAEHHbIX BapbepoB MMeeT CTpaTerMyeckoe 3Ha4YeHue He TO/IbKO AA dapmaKkoTepanuu
opdaHHbIX 3aboneBaHnii, HO U ANA PA3BUTUA aNTEYHOTO M3FOTOBNEHUA B LieSIOM. BHeapeHWe npeaioKeHHbIX peLleHuit
NO3BO/AUT BbICTPOWUTb YCTOMYMBYIO CUCTEMY, CMOCOBHYl0 obecneunBaTb MALMEHTOB KM3HEHHO HEO6XOAMMBIMU
NIEKaPCTBEHHbIMU MpenapaTtamn He3aBUCMMO OT KOHBIOHKTYPbl PbiHKa M MOAUTUYECKOW cuTyauuu. MupoBas MpaKTUKa
NMOATBEPIKAAET, UTO KAOYEBAA KOHKYpeHUMA B chepe opdaHHbIX MpenapaTtoB pa3BopayMBaeTcd MMEHHO Ha YpOBHeE
PerynaTopHbIX CUCTEM, U B STON NEPCNEKTUBE Pa3BUTUE NPOU3BOACTBEHHbIX aNTEK MOXKET CTaTb A/ Poccuitickoin Pepepauum
WHCTPYMEHTOM 3alLMTbl MHTEPECOB MaLMEHTOB, MOBbIWEHWA AOCTYMHOCTU Tepanuu W YKpPenaeHWA JIeKapCTBEHHOrO
cyBepeHuTeTa.

KnioueBble cnoBa: fiekapcTBeHHOe obecneyeHne; opdaHHble NeKapCTBEHHbIE MpenapaThl; SKCTeMNopasibHaa peLenTypa;
anTeyHoe U3roToB/ieHNe

Cnucok cokpaweHuit: TK PO — T[paxaaHcKui KopeKkc Poccuiickon depepaumnn; TP/IC — locynapcTBEHHbIV peecTp
NleKapcTBeHHbIX cpeacts; OOC — obuwan dapmakoneiHas cTatbs; P3 — depepanbHblli 3akoH; FDA — YnpasneHue no
KOHTPO/IO Ka4yecTBa NULLEBbIX NPOAYKTOB N NeKapCcTBeHHbIX cpeacTs, CLUA.

MpuHAaTa K neyatn 23.09.2025

INTRODUCTION

In recent years, the Russian Federation has seen a
consistent development of regulatory legal regulation
extemporaneous

regarding the organization of

compounding of medicines [1]. State policy in the field

Tom 13, Beinyck 5, 2025

of healthcare increasingly views pharmacies with the
right to compound medicines (hereinafter referred to
as compounding pharmacies) not only as a resource
for implementing personalized medicine tasks, but
also as an effective tool for ensuring the accessibility of
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pharmacotherapy [2—-4]. Strengthening the regulatory
legal framework, gradually adapting
principles of good pharmacy practice, separation of a
special type of economic activity!, implementation of
requirements for the organization of a quality system?,
development and approval of new pharmacopoeial
monographs?, form the basis for the transformation
of compounding pharmacies [5]. From a rudimentary

international

and fragmented structure, they are turning into a full-
fledged patient-oriented link in the drug supply system,
capable of responding quickly to healthcare needs both
to expand pharmacotherapy options and to rationally
use resources [6-9].

At the same time, despite the significant
potential, the still limited range and low profitability of
compounded medicines determine the need to search
for new directions for using extemporaneous drug
formulations [10-13].

Given the incoming investments, the introduction
of new high-tech approaches in pharmacy practice, and
integration with the industrial sector of the pharmacy,
the most promising area is the compounding of
medicines with high potential in the therapy of orphan
diseases”.

Pharmacotherapy for patients with orphan diseases
is a global problem, primarily due to the complexity
of developing medicines, including difficulties in
conducting full-fledged clinical trials, as well as a limited
market [14]. In the Russian Federation, orphan diseases
are diseases with a prevalence of no more than 10
cases per 100 000 population®. The situation differs

! Mpukas PocctaHgapta ot 09 anpens 2025 ropa Ne 268-ct «06
yTBepKaeHun MamereHun 80/2025 OKB3IM 2 k Ob6uepoccuitckomy
KnaccupuKatopy  BMAOB  IKOHOMMYECKOW  AeATeNbHOCTM».  —
[9nekTpoHHbIN pecypc]. — Pexxum goctyna: https://www.consultant.
ru/document/cons_doc_LAW_503144/

2 Order of the Ministry of Health of the Russian Federation dated May
22, 2023 No. 249n “On Approval of the Rules for the Compounding
and Release of Medicines for Medical Use by Pharmacies Licensed for
pharmaceutical activities”. Available from: https://www.consultant.ru/
document/cons_doc_LAW_448335/

3 Order of the Ministry of Health of the Russian Federation dated
March 13, 2024 No. 120 “On Approval of General Pharmacopoeial
Monographs and Pharmacopoeial Monographs”, Order of the
Ministry of Health of the Russian Federation dated April 11, 2025
No. 188 “On Approval of General Pharmacopoeial Monographs
and Pharmacopoeial Monographs”, Order of the Ministry of
Health of the Russian Federation dated August 4, 2025 No. 460
“On Approval of Pharmacopoeial Monographs”. Available from:
https://pharmacopoeia.regmed.ru/ approval-orders/

4 Badyina E. A production pharmacy will be built in Sirius for 1 billion
rubles — what is known about it? Pharmedprom. Available from:
https://pharmmedprom.  ru/Monographs/chem-privlech-molodezh-
na-predpriyatie-farmkompanii-podelilis-sekretami/. Russian

5 Federal Law No. 323-FZ of November 21, 2011 “On the Basics of
Public Health Protection in the Russian Federation”. Available from:
https://www.consultant.ru/document/cons_doc_LAW_121895/
bbfb814a127237db75b90e15 4333ef3f085f4e7f/
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in the European Union® (no more than 5 cases per
10 000 people) and the USA’ (any disease or condition
affecting less than 200 000 people in the USA), but
even in these conditions, the market remains small
[15]. As a result, healthcare systems are forced to
develop and implement various incentive programs,
which in most cases provide pharmaceutical companies
with simplified market access, exclusive status, and
also allow them to maintain a high price, often not
determined by market, especially in the case of long-
known medicines that were subsequently registered for
the treatment of orphan diseases [16—19].

In the Russian Federation, there is a steady
increase in the number of patients with orphan
diseases receiving pharmacotherapy under state
programs [20]. Thus, the Federal Program “High-Cost
Nosologies” is gradually expanding, and the list of
drugs purchased by the Circle of Good Foundation for
Supporting Children with Severe Life-Threatening and
Chronic Diseases, including Rare (Orphan) Diseases
(hereinafter referred to as the Circle of Good®), is
increasing. The taken measures allow covering a large
list of patients, but also cause a rapid increase in the
total costs of orphan drugs. Thus, the volume of federal
funding for orphan programs has increased many times
over the past years, and the total number of patients
receiving therapy has increased many times over. As
a result, all key sources demonstrate a single trend of
increasing burden on drug provision for patients with
rare diseases [21].

Simultaneously with the growth in demand, the
limited resources of the healthcare system become
obvious. Federal spending on orphan drugs today
amounts to tens of billions of rubles annually, and
regional budgets are often unable to fully cover the
need for expensive treatment outside of centralized
programs®. In practice, patients who do not fall under
federal benefits (for example, the adult group of orphan
patients) often face interruptions in the provision of

5 Orphan medicinal products. European Commission. — [91eKTpOHHbI
pecypc]. — Pexum  poctyna:  https://health.ec.europa.eu/
medicinalproducts/orphan-medicinal-products_en

721 U.S.C. § 360bb (Orphan Drug Act). — [9neKTpoHHbIW pecypc]. —
Pexum poctyna: https://www.law.cornell.edu/uscode/text/21/360bb
8 Circle of Goodness Foundation for the Support of Children with
Severe life-threatening and Chronic Diseases. public 2024 annual
report. Available from: https://xn--80abfdb8athfre5ah.xn--plai/ wp-
content/uploads/2025/05/15-may-AnnualReport-2024-RGB-2.pdf
 Kryukov V., Surinskaya Ya., Lekovskaya V. The lack of regional funds
for the treatment of orphan diseases will be compensated by the
federal budget. Vedomosti. Available from: https://www.vedomosti.
ru/society/Monographs/2025/03/11/1097178-nehvatku-regionalnih-
sredstv-na-lechenie-orfannih-boleznei-vospolnyat-fedbyudzhetom.
Russian
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medicines and are forced to “seek” drugs through
additional support mechanisms. Experts note that
with the increase in the number of patients who have
reached the age of 19 and are “graduating” from the
care of the Circle of Good Foundation, the obligations
of the regions to finance their further treatment are
increasing — a burden that regional budgets can hardly
bear®. Thus, the existing funding model is working at
the limit of its capabilities, which emphasizes the need
to introduce new approaches to drug provision for
orphan patients.
In  the
flexible,
extemporaneous compounding of medicines, are of
particular relevance [22—-24]. At the same time, despite
the introduction of modern technologies in pharmacy
practice and the improvement of
methods for quality control of extemporaneous drug
formulations [25, 26], the first attempts to compound
orphan drugs in the Russian Federation faced a number
of diverse obstacles, limiting not only the development
of the compounding pharmacy system, but also its

context of limited resources,

technology-oriented solutions, such as

instrumental

existence.

THE AIM of this review is to identify existing barriers
that prevent the introduction of extemporaneous
orphan drugs into circulation in the Russian Federation,
in order to develop recommendations for improving
legislative regulation and organizing the activities of
compounding pharmacies.

MATERIALS AND METHODS

The information  search
(2005-2025)
December 2022 to July 2025 in international scientific
indexes and search engines (Scopus, Web of Science,
PubMed, Google Scholar), as well as using national
legal systems (ConsultantPlus, GARANT
system, “Kontur.Normativ”) and international resources
(official portal of the legislation of the European Union,
official portal of the legislation of Germany, library of
law of Cornell University, official website of the Ministry
of Health of Canada, official websites of the European
Medicines Agency, the Food and Drug Administration of
the United States and the World Health Organization).
In the context of limited access to a number of foreign
databases after 2022, previously formed collections and

was  conducted

throughout the entire period from

reference

open sources listed above were used.

1 Nevinnaya |. Experts discussed how to provide treatment to
“graduates” of the Circle of Goodness Foundation. Rossiyskaya Gazeta.
Available from: https://rg.ru/2024/08/09/ eksperty-obsudili-kak-
obespechit-lecheniem-vypusknikov-fonda-krug-dobra.html. Russian

Tom 13, Beinyck 5, 2025

The search was carried out using keywords and
phrases in Russian and English, including: «opdaHHbie
NleKapcTBEHHble npenaparbl», «peaKkue 3aboneBaHua»,
«anTeyHoe N3roToBAEHMEY, «3KCTEMMopasbHoe
nsrotosneHune», as well as their English equivalents —
orphan drugs, rare diseases, pharmacy compounding,
regulatory

selection of

extemporaneously compounding drugs,

framework for compounding. The
sources was carried out in several stages: removal of
duplicates, exclusion of irrelevant publications based
on titles and abstracts, subsequent full-text analysis.
Articles devoted to orphan drugs, therapy of rare
diseases and issues of pharmacy compounding were
included. Priority was given to modern peer-reviewed
publications and official regulatory documents. As a
result, an array of sources was formed, including 50
scientific articles, 29 regulatory legal acts and 13 other
relevant materials. The process of selecting sources
is presented in a block diagram (Fig. 1), prepared in
accordance with the recommendations of PRISMA.

The processing and analysis of the collected
data included systematization of information and
comparison of the identified with
practice. The applicability of foreign

information
international
experience to the Russian regulatory organizational
environment was assessed. During the analysis, key
problems were identified that hinder the development
of pharmacy compounding of orphan drugs in the
Russian Federation.

In addition to the analysis of literature and
documents, the practical experience of pharmacy
compounding in Russia was studied as part of the
empirical part of the study. Applied aspects of the
organization of extemporaneously compounding
drugs were analyzed, including issues of importing
the necessary pharmaceutical substances, building
logistics supply chains, as well as internal preparation
of compounding pharmacies for compounding and
ensuring the quality of finished dosage forms.

Based on the results obtained, proposals were
developed to improve the regulatory framework
and practice of pharmacy compounding of orphan
drugs. These recommendations and approaches are
formulated taking into account the specifics of the

legislation of the Russian Federation.

RESULTS AND DISCUSSION

Availability of substances
The problem of the lack of substances that can
be used for the purposes of pharmacy compounding
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is fundamental [27, 28]. Thus, in accordance with
Art. 56 of Federal Law No. 61-FZ'* of April 12, 2010,
as well as Order No. 249n of the Ministry of Health
of the Russian Federation dated May 22, 2023 “On
approval of the rules for compounding and dispensing
medicines for medical use by pharmacies licensed for
pharmaceutical activities”*? (hereinafter — Order No.
249n) it is established that in the compounding of drugs
by pharmacies, and (or) pharmaceutical substances
included in the State Register of Medicines for medical
use (hereinafter — SRMs), the Unified Register of
Registered Medicines of the Eurasian Economic Union
are used.

Art. 34 of Federal Law No. 61-FZ establishes the
procedure for including a pharmaceutical substance
produced for sale in the SRMs, which provides for a
complex and expensive procedure (Fig. 2), including
the certification of the substance manufacturer for
compliance with international standards, as well as a
wide range of laboratory tests. Thus, few compounding
pharmacies are able to initiate the inclusion of a
pharmaceutical substance of interest to them in the
SRMs.

It s provide for
mechanisms for the admission of substances, including

advisable to alternative
those existing in international practice. For example, in
Canada, in accordance with Health Canada POL-0051%,
a medicinal product in a compounding pharmacy
must be compounded from a registered drug or active
pharmaceutical substance already used in a registered
medicinal product, or an active pharmaceutical
substance for which there is a pharmacopoeial
monograph in a pharmacopoeia recognized by Canada®*
(US Pharmacopoeia, European Pharmacopoeia, British
Pharmacopoeia, etc.).

In the Russian Federation, information about the
substance used in industrial production is also entered
into the SRMs as part of the state registration of the
corresponding medicinal product. Thus, it can be

1 Federal Law No. 61-FZ of April 12, 2010 “On the Circulation of
Medicines”. Available from: https://www.consultant.ru/document/
cons_doc_ LAW_99350/. Russian

12 Order No. 249n of the Ministry of Health of the Russian Federation
dated May 7, 2023 “On Approval of the Rules for the Manufacture
and Release of Medicines for Medical Use by Pharmacy Organizations
Licensed for Pharmaceutical Activities”. Available from: https://
normativ.kontur.ru/document?moduleld=1&documentld=449637.
Russian

3 Policy on Manufacturing and Compounding Drug Products in
Canada. Available from: https://www.canada. ca/en/health-canada/
services/drugs-health-products/compliance-enforcement/good-
manufacturing-practices/guidance-documents/ policy-manufacturing-
compounding-drug-products.html

1 Food and Drugs Act (R.S.C., 1985, c. F-27). Available from: https://
laws-lois.justice.gc.ca/eng/ acts/f-27/page-11.html

354

established that compounding pharmacies have the
right to use substances both included in the SRMs.

Another solution implemented in Australia, as
well as in a number of European Union countries,
including Germany® and the Netherlands®, is to
allow compounding pharmacies to use all substances
whose quality complies with the Pharmacopoeia, and
the manufacturer guarantees compliance with good
manufacturing practice standards, which is confirmed
by a certificate of conformity, and not an on-site
inspection at the manufacturer’s site at the expense of
the compounding pharmacy [29].

In the case of active pharmaceutical substances
used in the therapy of orphan diseases, the situation is
also complicated by the fact that most of the necessary
and relevant substances are patented [30].

In AV. Alekhin et al. [2] showed that the violation
of patent rights occurs precisely at the moment of
transfer of the substance from the supplier to the
compounding pharmacy. Thus, in a situation where it
is impossible for a compounding pharmacy to legally
obtain a substance, the rule of law (clause 5 of Article
1359 of the Civil Code of the Russian Federation?’,
containing an exception from patent law in the case of
a one-time compounding in pharmacies according to
doctors’ prescriptions of medicines, including orphan
drugs, which include patented substances), — does not
actually work.

At the same time, this provision of the Civil
Code of the Russian Federation corresponds to
international practice, is conceptually formulated
and enshrined in the legislation of more than 30
states — members of the World Intellectual Property
Organization®, and is key to ensuring the patient’s
right to receive the necessary pharmacotherapy in
the absence of registered industrial analogues or the
presence of medical indications for prescribing an
extemporaneously compounded drug.

» Verordnung Uber den Betrieb von Apotheken
(Apothekenbetriebsordnung — ApBetrO): Verordnung vom 09.02.1987
(BGBI. I S. 547); neugefasst durch Bek. v. 26.09.1995 (BGBI. | S. 1195);
zuletzt gedndert durch Art. 824 G. v. 12.12.2023 (BGBI. 2023 | Nr. 359).
Available from: https://www.gesetze-iminternet.de/apobetro_1987/
% Inspectie Gezondheidszorg en Jeugd (IGJ). Eigen bereidingen
apotheek.  Available  from:  https://www.igj.nl/zorgsectoren/
geneesmiddelen/beschikbaarheid-vangeneesmiddelen/eigen-
bereidingen-apotheek

7 The Civil Code of the Russian Federation. Available from:
https://www.consultant.ru/document/cons_doc_LAW_64629/
11c74717682795e6ef099015bbcba71081a5b918/

8 Committee on the Law of Patents. Draft Reference Document on
the Exception Regarding Extemporaneous Preparation of Medicines:
SCP/36/3. Available from: https://www. wipo.int/edocs/mdocs/scp/
en/scp_36/scp_36_3.pdf
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Figure 1 — Block diagram of source selection.
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In these conditions, the statement that to hospitalized patients?. Also, in March 2022, the

compounding pharmacies can solve the problem of
periodically occurring shortages, often put forward
in support of the development of the compounding
pharmacy system, is untenable®. Even if the supplier
has a substance, compounding pharmacies will not be
able to solve the problem of a sudden shortage due to
the effect of patent law, the inability to quickly include
substances in the SRMs, as well as the prohibition on
compounding registered medicines.

Therefore, the solution to this problem with the
availability of substances should be comprehensive
and not limited to expanding the substances available
for pharmacy compounding. Thus, it seems appropriate
to provide for an exception in Art. 56 of Federal Law
No. 61-FZ, allowing the compounding of registered
medicines in cases determined by the Government of
the Russian Federation.

Such a legislative norm does not violate the
balance between industrial production and pharmacy
compounding, but gives the state a regulatory lever,
both to combat shortages and to curb manufacturers’
prices. International experience shows the high
efficiency of such a solution.

For example, in the United States, a similar
mechanism is implemented when a medicinal product
is included in the official list of deficient drugs (Drug
Shortages List), compounding pharmacies are allowed
to compound the corresponding registered medicinal
product®. At the same time, the use of substances that
are not included in the list of compounds allowed for
extemporaneous compounding (Bulks List), formed by
the Food and Drug Administration (hereinafter — FDA)
is allowed?. In the event of the end of the shortage,
compounding must be stopped, and the dispensing of
previously compounded drugs is possible for another
60 days after the exclusion of the medicinal product
from the list of deficient drugs. Thus, during the
COVID-19 pandemic, this norm made it possible to
provide critically important drugs (including sedatives)

¥ Pichugina E. The production of drugs in pharmacies has become
endangered. Moskovsky Komsomolets. Available from: https://
www.mk.ru/economics/2023/06/16/proizvodstvo-preparatov-v-
aptekakhokazalos-pod-ugrozoy-ischeznoveniya.html. Russian

20 U.S. Food & Drug Administration. Compounding when Drugs are on
FDA’s Drug Shortages List. Available from: https://www.fda.gov/drugs/
human-drug-compounding/compounding-when-drugs-are-fdas-drug-
shortages-list

2 Compounding under Section 503B of the FD&C Act. Available from:
https://www.fda.gov/drugs/humandrug-compounding/bulk-drug-
substances-used-compounding-undersection-503b-fdc-act

Tom 13, Beinyck 5, 2025

FDA included semaglutide in the list of deficient drugs,
which allowed American compounding pharmacies to
legally prepare semaglutide injection solutions from the
original substance, even despite the patent protection
of the original drug. In early 2025, the FDA announced
the resolution of the semaglutide shortage and notified
compounding pharmacies of the termination of the
authorization to compound and dispense the pharmacy
analogue of semaglutide within 60 and 90 days for
compounding pharmacies of type 503A and 503B,
respectively?.

Limitation of the shelf-life

establishment mechanism

Another obstacle to the development of pharmacy
compounding of orphan drugs is the issue of short-
shelf lives of extemporaneous dosage forms. The
standard shelf lives approved by Order No. 249n
do not allow ensuring the proper “uninterrupted”
receipt of medicines by patients. Moreover, they
practically exclude the use of extemporaneous forms
by manomobunbHbimm and lonely citizens. It is also
impractical to deliver
to regions of the Russian Federation remote from

extemporaneous medicines
the compounding pharmacy. To solve this problem,
GPhM.1.8.0008 “Stability and shelf life of medicines
compounded in pharmacies”® (hereinafter —
GPhM.8.0008) was developed and approved, which
provides for a mechanism for increasing shelf life based
on stability testing of a medicinal product compounded
in accordance with the approved intra-pharmacy
standard operating procedure.

It should be noted that stability testing of a
medicinal product in accordance with GPhM.1.8.0008 is
an expensive procedure. Thus, studying the stability of
an external dosage form for the purpose of establishing
a shelf-life of 1 year in an accredited federal-level
laboratory in 2025 will cost 250 thousand rubles

22U.S. Food & Drug Administration. Temporary Policy for Compounding
of Certain Drugs for Hospitalized Patients by Outsourcing Facilities
During the COVID-19 Public Health Emergency (Guidance for
Industry). Available from: https://downloads. regulations.gov/FDA-
2020-D-1136-0011/attachment_1.pdf

3 U.S. Food & Drug Administration. FDA clarifies policies for
compounders as national GLP-1 supply begins to stabilize. Available
from: https://www.fda. gov/drugs/drug-safety-and-availability/fda-
clarifies-policies-compounders-national-glp-1-supply-begins-stabilize
24 Order of the Ministry of Health of the Russian Federation dated May
6, 2024 No. 233 “On Approval of the General Pharmacopoeial Article
and Amendments to the Order of the Ministry of Health of the Russian
Federation dated March 13, 2024 No. 120 “On Approval of General
Pharmacopoeial Monographs and Pharmacopoeial Monographs””.
Available from: https://base.garant.ru/409036856/
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(= 3 000 USD; calculated at the rate of the Central Bank
of the Russian Federation (hereinafter — the Central
Bank of the Russian Federation) on September 9, 2025).
These tests involve long-term studies under controlled
conditions, which requires specialized equipment,
highly qualified personnel and significant resources, so
this price is justified and corresponds to the market.
However, conducting such a scientific study does not
guarantee that the corresponding shelf life can be
established.

At the same time, the most negative thing in this
situation is that stability tests are carried out strictly
for a specific formulation, compounded in accordance
with the intra-pharmacy standard operating procedure.
Any deviation from the original formulation, including a
change in dosage, list of excipients or technology, can
be considered as the compounding of a new medicinal
product, which makes the results of stability tests
and the established shelf life inapplicable. As a result,
there is a need for new stability tests, which makes it
impossible to respond flexibly to the individual needs
of patients. Thus, the very essence of pharmacy
compounding, namely ensuring the personalization of
pharmacotherapy, contradicts the logic of determining
the stability of a medicinal product in accordance with
OFS.1.8.0008.

To overcome this barrier associated with stability
testing and shelf-life restrictions, it is necessary to
develop flexible regulatory mechanisms that would take
into account the specifics of pharmacy compounding
and its focus on individualizing pharmacotherapy.
One of the promising approaches is the possibility of
conducting stability tests not for one fixed formulation,
but for a range of dosages and compositions. This
approach will allow compounding pharmacies to obtain
data applicable to a whole range of individualized
medicines, and not just to one formulation, which will
significantly expand the possibilities of personalization
and reduce the cost of conducting commercial research.

The implementation of this solution can be
achieved by introducing relevant provisions into
OFS.1.8.0008. In particular, the pharmacopoeial
monograph should provide for the possibility of
indicating the permissible range of concentrations of
the active substance and the main characteristics of
the drug, within which stability tests will be recognized
as valid. This approach will
pharmacies to conduct stability tests for a whole class
of formulations, ensuring high quality and safety of
extemporaneous medicines, as well as the flexibility of
their use in clinical practice.

allow compounding

358

In addition, it
possibility of determining a

is necessary to consider the
list of organizations
authorized to conduct stability tests of extemporaneous
liability for the
establishment by compounding pharmacies of shelf
lives based on false results of stability tests.

dosage forms or provide for

Registration of a medicinal product —

prohibition on compounding

The prohibition on
medicines by

compounding registered
compounding pharmacies is an
international norm. In the Russian Federation, it is
enshrined in Art. 56 of Federal Law No. 61-FZ.

At the same time, this norm is considered
exclusively as the inadmissibility of reproducing an
already registered medicinal product by a compounding
pharmacy. However, the situation is often the opposite,
and it is the industrial manufacturer who registers
a medicinal product already compounded by the
pharmacy [31].

In a mini-review, K. Hendrickx and M. Dooms,
for example, provide a list of well-known compounds
traditionally used as food additives, but which have
been granted the status of medicinal products for
the treatment of orphan diseases [32]. At the same
time, the authors argue that these compounds were
discovered long ago and are “international property”,
and the owners of registration certificates appropriated
them and maintain a monopolistically high price,
without making a significant innovative contribution,
using open medical and scientific data. Moreover, it
is indicated that many of these drugs were previously
compounded in compounding pharmacies and cost
many times less.

A classic example of such a situation was the case
of the medicine Makena® (INN — hydroxyprogesterone
caproate), intended for the prevention of premature
birth. An analogue of this medicinal product was
compounded in compounding pharmacies for many
years according to prescriptions for women at risk
and cost several tens of dollars per dose. However,
after KV Pharmaceuticals received FDA approval for
the medicine Makena® with the assignment of orphan
status and exclusivity for 7 years, the pharmacy
analogue turned out to be BHe 3akoHa. The price of
the original drug rose to 1500 dollars (= 125 thousand
rubles; calculated at the rate of the Central Bank of
the Russian Federation on September 9, 2025) per
injection, which increased the cost of the course to 30
thousand dollars (= 2.5 million rubles; calculated at
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the rate of the Central Bank of the Russian Federation
on September 9, 2025) [33]. Due to the wide public
outcry, the FDA announced in March 2011 that it would
not take action against compounding pharmacies that
continue to compound an analogue of the medicinal
product Makena®? according to a doctor’s prescription.
KV Pharmaceuticals’ appeal to the court and
accusation of the FDA of exceeding its authority were
unsuccessful?®, and the precedent became an example
of how a regulator can weaken barriers to protect
patients and reduce economic costs [34].

The European Union is also discussing a reform
of pharmaceutical legislation affecting orphan drugs?.
The proposals of the European Commission and the
European Parliament do not directly mention pharmacy
compounding, but there is an idea of differentiated
exclusivity for orphan drugs. In particular, it is planned
to reduce the period of exclusivity to 4 years for drugs
approved on the basis of already known bibliographic
data. Thus, if a company registers an orphan drug based
on existing published information without significant
new research, it will receive not 10 years of protection,
but significantly less. If this change is adopted, the
period during which a pharmaceutical
can maintain a high monopoly price will decrease.

company

Indirectly, this will legalize the earlier appearance of
inexpensive alternatives.

In the Russian Federation, there is also a risk
that investments and intellectual resources invested
by compounding pharmacies
of medicines for the treatment of orphan diseases,

in the development

the inclusion of relevant substances in the SRMs,
the development of technology, the preparation of
internal standard operating procedures, as well as the
study of stability, may be used by large pharmaceutical
companies.

In this case, it is advisable to provide by law a
norm according to which the publication of a private
pharmacopoeial monograph on an extemporaneous
medicinal product secures the right of compounding

% U.S. Food & Drug Administration. Makena (hydroxyprogesterone
caproate) — information page (uctopua ogobpeHusa u nocneagyouee
nsbatue). Available from: https:// www.fda.gov/drugs/postmarket-
drug-safety-information-patients-and-providers/makena-
hydroxyprogesterone-caproate-injection-information

% K-V Pharmaceutical Company et al. v. FDA et al. Memorandum
Opinion, 06.09.2012. United States District Court for the District
of Columbia, No. 1:12-cv-01105 (ABJ). Available from: https://
law.justia.com/cases/federal/district-courts/ district-of-columbia/
dcdce/1%3A2012cv01105/155076/23/

27 European Parliament. Parliament adopts its position on EU
pharmaceutical reform. Available from: https://www.europarl.europa.
eu/news/en/press-room/20240408IPR20308/parliament-adopts-its-
positionon-eu-pharmaceutical-reform
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pharmacies to compound it, even in the case of
subsequent registration of an industrial analogue.
This will avoid a situation where large pharmaceutical
companies will use the developments of compounding
pharmacies to register a drug, thereby effectively
blocking the possibility of its compounding, as in
the case of the medicinal product Makena®. Such
legislative consolidation will protect the investments
of compounding pharmacies in the development
and testing of drugs, create a fairer competitive
environment and ensure long-term availability of
orphan drugs for patients.

Heterogeneity of compounding pharmacies

A key challenge for the system of pharmacy
compounding of orphan drugs is the significant
heterogeneity of compounding pharmacies in terms
of equipment level, competencies and the ability
to ensure quality [35]. In the Russian Federation,
there are and are preparing to launch compounding
pharmacies that have modern equipment, qualified
personnel and are able to fulfill all the requirements
for the compounding of medicines up to compliance
with good manufacturing practice standards and the
introduction?® of advanced developments [36-39].
At the same time, a significant part of compounding
pharmacies is limited in technical capabilities,
experiences a shortage of personnel and does not have
a well-established quality assurance system, which may
affect the safety and effectiveness of the dosage forms
they compound [40-42].

The complexity of the situation is aggravated
by the fact that in the current legal field there is
no differentiation of compounding pharmacies
according to the level of their technological and
organizational capabilities. As a result, the same
regulatory requirements apply to compounding
pharmacies at different levels of development. Such a
uniform regulatory system, which does not take into
account the real differences between compounding
pharmacies, can create risks for the health of patients,
as well as be used by interested parties to discredit
pharmacy compounding in general. In particular, cases
of unfair practice or insufficient control in compounding
pharmacies with a low level of equipment can form a
negative public opinion and be used by opponents
of pharmacy compounding, including from large
pharmaceutical manufacturers.

2 Sirius scientists have developed manufacturing technologies for
three orphan disease drugs. Available from: https://sirius-ft.ru/
tpost/uchenye-siriusa-razrabotali-tekhnologii-izgotovleniya-trekh-
preparatov-ot-orfannykh-zabolevaniy. Russian
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Thus, in order to ensure the safety of patients
and increase confidence in pharmacy compounding,
including orphan drugs, it is advisable to develop a
system for classifying compounding pharmacies, taking
into account both the level of their technical and
personnel equipment, and the categories of medicines
compounded. This approach will allow establishing
reasonable and differentiated requirements for
compounding pharmacies depending on their
capabilities and goals, minimizing risks for patients and
ensuring a fairer regulatory burden.

As an example, we can cite the experience of
the United States of America, where a three-level
system of regulation of pharmacy compounding has
developed [43]. Ordinary retail pharmacies, although
focused on dispensing finished medicines, retain the
right to compound. With the exception of a number
of states?, it is limited to simple non-sterile forms that
are compounded “under a prescription” from a doctor.
More opportunities are provided to compounding
pharmacies of category 503A% 3!, which are authorized
to compound a wide range of dosage forms, including
sterile medicines (injectable drugs, eye drops, etc.).
Their activities are regulated at the state level and must
comply with the requirements of the pharmacopoeia.
Such pharmacies have become a key link in providing
patients with personalized medicines.

The next level is pharmacies of type 503B%,
which are an intermediate link between a pharmacy
and a pharmaceutical production: they can produce
medicines in series, without a doctor’s prescription,
mainly for medical organizations. At the same time,
they are obliged to comply with good manufacturing
practice standards and are under the direct control of
the FDA.

This
separation
compounding in retail pharmacies to full-fledged serial
production for medical organizations [44].

model demonstrates an institutionalized

of functions: from limited individual

2% Texas Administrative Code, Title 22, Part 15: Texas State Board of
Pharmacy (§ 291.133 «Pharmacies Compounding Sterile Preparations»;
§ 291.106 «Pharmacies Compounding Sterile Preparations (Class
A-S)»; § 291.3 «Required Notifications»). Available from: https://www.
law.cornell.edu/regulations/texas/22- Tex-Admin-Code-SS-291-36

3 Florida Administrative Code. 64B16-28.802 — Special Sterile
Compounding Permits for Pharmacies and Outsourcing Facilities;
Tallahassee, FL: Florida Board of Pharmacy. Available from: https://
www.law.cornell.edu/regulations/florida/Fla-Admin-Code-Ann-R-
64B16-28-802

31 United States Code. Title 21. § 353a — Pharmacy compounding.
Washington; DC: U.S. Government Publishing Office. Available from:
https://www.govinfo.gov/link/ uscode/21/353a

32 United States Code. Title 21. § 353b — Outsourcing facilities;
Washington, DC: U.S. Government Publishing Office. Available from:
https://www.govinfo.gov/link/ uscode/21/353b
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Not identical, but a similar approach can be
implemented in the Russian Federation within the
framework of Decree of the Government of the
Russian Federation No. 547 dated March 31, 2022 “On
approval of the Regulations on licensing pharmaceutical
activities”®®* and Order of the Ministry of Health of
the Russian Federation No. 780n dated July 31, 2020
“On approval of the types of pharmacies”3, which
will allow more flexibly regulating the activities of
compounding pharmacies. Order No. 249n may
enshrine the requirements for different types of
compounding pharmacies. Thus, for organizations
with a minimum technological base that do not claim
to compound innovative medicines, including those
of protein, cellular or nucleotide nature, minimum
requirements may be established. In the case of
compounding pharmacies with modern equipment
and the appropriate infrastructure, provide for stricter
requirements for the organization of the quality
assurance system and staffing, but allow the use of the
existing high-tech potential, expanding the possibilities
for compounding complex personalized medicines.

Thus, the
differentiating compounding pharmacies, taking into
account their equipment and competencies, seems
to be an important step for improving the safety and
sustainability of pharmacy compounding, as well as for
forming a more fair and effective regulatory system.

development of a system for

Low demand

The lack of a stable sales market and formed
demand is also one of the most significant barriers
to realizing the potential of pharmacy compounding
of orphan drugs.
regulation, compounding pharmacies, even with the
necessary production capacities and quality assurance
capabilities, face serious difficulties in promoting their
medicines on the market. As a result, the economic
feasibility of projects for compounding orphan
drugs in pharmacy conditions is reduced, allowing
manufacturers to set higher prices.

At the same time, unjustified price increases in a
number of countries have begun to initiate changes in
state policy regarding orphan drugs [45]. For example,
in the Netherlands in 2018, the Amsterdam University

In the context of the current

3 Decree of the Government of the Russian Federation dated March
31, 2022 No. 547 “On Approval of the Regulations on Licensing
Pharmaceutical Activities”. Available from: https://www.consultant.
ru/document/cons_doc_LAW_413815/

34 Order of the Ministry of Health of the Russian Federation dated July
31, 2020 No. 780n “On Approval of types of pharmacies”. Available
from: https://base.garant. ru/74647990/. Russian
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Medical Center reached a general agreement with the
largest insurance companies on the compounding of
capsules of chenodeoxycholic acid for all Dutch patients
with cerebrotendinous xanthomatosis syndrome [14].
The reason for this decision was a sharp increase in
the price of the original drug CDCA Leadiant, which
until 2008 was sold under the name Chenofalk® at a
price of 46 euros (= 4 400 rubles; calculated at the
rate of the Central Bank of the Russian Federation on
September 9, 2025) per package of 100 capsules. After
the acquisition of rights by Leadiant, it rose in price to
885 euros (= 84 000 rubles; calculated at the rate of the
Central Bank of the Russian Federation on September
9, 2025), and then, with the receipt of orphan status
and the receipt of a registration certificate throughout
the European Union, it consistently reached a price
of 14 000 euros (= 1 335 000 rubles; calculated at the
rate of the Central Bank of the Russian Federation on
September 9, 2025) for the same package. At the same
time, chenodeoxycholic acid is a compound known
since the 1970s [46]. In these conditions, the initiative
of the Amsterdam University Medical Center received
approval from both the Dutch Health Inspectorate
and the Ministry of Medical Care and was supported
by the government, which put the interests of society
first, despite initial problems with the quality of the
substance used in compounding and complaints from
Leadiant, which had exclusive rights®*. Moreover, in
2021, Leadiant was found guilty of abuse and fined
19.5 million euros (= 1.72 billion rubles; calculated at
the rate of the Central Bank of the Russian Federation
on September 9, 2025)%¢. The court decision noted that
the company did not conduct new research, but used
orphan status for an unjustified multiple increase®.

The situation is aggravated by the established
social and cultural attitudes in the medical community
and among patients, who are oriented mainly towards
industrial and foreign medicines. This attitude is due to
both a high level of trust in manufacturers and a lack
of sufficient awareness of the capabilities of modern

compounding pharmacies. Scientific and practical

35 Pharmaceutical Accountability Foundation. Amsterdam UMC
resumes supply of compounded CDCA. 22.01.2020. Available from:
https://www.pharmaceuticalaccountability. org/2020/01/22/
amsterdam-umc-resumes-supply-of-compounded-cdca

36 Autoriteit Consument & Markt. Autoriteit Consument & Markt
imposes fine on drug manufacturer Leadiant for CDCA’s excessive
price. MNpecc-penns ot 19.07.2021. laara. Available from: https://
www.acm.nl/en/publications/acm-imposes-fine-drug-manufacturer-
leadiant-cdcas-excessive-price

37 Autoriteit Consument & Markt (ACM). Summary of decision on abuse
of dominant position by Leadiant. Available from: https://www.acm.
nl/sites/default/files/documents/ summary-of-decision-on-abuse-of-
dominant-position-by-leadiant.pdf
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publications note that cases of negative experience
with the use of pharmacy dosage forms in the past,
associated with inadequate quality, have led to the
formation of persistent caution among doctors and
patients [47-49]. As a result, an additional limitation of
the potential market for pharmacy medicines is formed.

In these conditions, it is extremely important to
develop a set of measures that would stimulate the
interest of the medical community and patients in
pharmacy dosage forms, as well as provide reliable
guarantees of their sale.

One of the promising areas is
involvement of state institutions, including the “Circle

the active

of Good” Foundation, created to provide children with
severe and rare diseases with high-cost medicines,
in the mechanisms for purchasing extemporaneous
medicines.

In addition, it seems appropriate to involve the
constituent entities of the Russian Federation in the
organization of regional programs for the purchase
of orphan extemporaneous medicines, especially in
cases where industrially produced drugs are absent or
unavailable, for example, for the purpose of providing
patients over 19 years of age who have ceased to be
wards of the “Circle of Good” Foundation.

Restriction on the dispensing

of extemporaneous medicines intended

for outpatient treatment

In accordance with the current regulatory legal
regulation, a medical organization for the purpose of
ensuring the treatment process has the right to contact
a pharmacy, including one that is not a structural
unit of this medical organization, for the purpose of
compounding and dispensing medicines on the basis of
a requisition®®. In a hospital setting, medicines received
from a compounding pharmacy can be used as part of
the provision of a medical service®.

At the same time, orphan drugs are in most cases
used on an outpatient basis, while they are of high cost
and require centralized purchases with subsequent
distribution through medical organizations.

In turn, the procedure for transferring a medicinal
product compounded according to a requisition to

3 Order of the Ministry of Health of the Russian Federation No.
100n dated March 7, 2025 “On Approval of the Rules for the
release of medicines”. Available from: https://normativ.kontur. ru/
document?moduleld=1&documentld=492852. Russian

3 Federal Service for Healthcare Supervision. Medicines. Licensing
of pharmaceutical activities: answers to frequently asked questions.
“Is it mandatory for medical organizations to obtain a license for
pharmaceutical activities?”. Available from: https://roszdravnadzor.
gov.ru/drugs/licensingpharm/faq/c1324/107. Russian
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a patient for outpatient use is not regulated by law,
and such actions in the absence of a pharmaceutical
activity license from a medical organization may be
qualified by Roszdravnadzor as a violation, since they
are considered as retail trade in medicinal products.
Obtaining a pharmaceutical activity license by a
medical organization and establishing a structural unit
— a pharmacy — is also not a solution to this problem,
since the current legislation does not provide for the
possibility of transferring a medicinal product from a
compounding pharmacy that compounds the medicinal
product to another pharmacy.

The scheme of internal circulation of medicines,
received according to a requisition from a
compounding pharmacy, from a medical organization
to its structural unit — a pharmacy with subsequent
dispensing, implemented in practice, requires
complex documentation and the writing of a repeated
prescription. In addition, it is necessary to conduct a
repeated control during dispensing.

The described scheme is formal in nature, but is
associated with significant administrative and financial
costs, which actually limits the possibility of providing
outpatient patients with extemporaneous orphan
drugs.

To eliminate the described barrier, it seems
appropriate to enshrine the possibility for medical
organizations to transfer medicines for outpatient
treatment. It is also necessary to provide a mechanism
for transferring an extemporaneous medicinal product
from a compounding pharmacy to another pharmacy

for subsequent dispensing.

Therapeutic effectiveness

of extemporaneous analogue medicines

The argument about the lack of preclinical and
clinical studies or evidence of therapeutic effectiveness
is one of the key tools that supporters of the large
pharmaceutical industry use to limit extemporaneous
compounding. This statement is put forward as a
universal objection against the possibility of using
extemporaneous medicines instead of industrial
analogues, which is already prohibited by Art. 56 of
Federal Law No. 61-FZ.

In this regard, it is necessary to clearly differentiate
the problem. The question of proving the therapeutic
effectiveness of pharmacy medicines can arise only
in two cases, and one of them is hypothetical and is
possible only if compounding pharmacies are allowed
to compound registered deficient medicines. Currently,
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only the compounding of complete non-personalized
analogues of medicines not registered in the Russian
Federation is a situation when the question of
confirming therapeutic effectiveness from a scientific
point of view is reasonable.

In turn, there is no mechanism in world practice for
confirming the therapeutic effectiveness of pharmacy
dosage forms. The US experience with semaglutide
demonstrates this. Compounded analogues of
Ozempic” and Wegovy" filled the needs of patients for
more than three years. In addition, some compounding
pharmacies used semaglutide in salt form, which
makes the drug pharmaceutically non-equivalent.
The FDA directly pointed out the inadmissibility of
using semaglutide salts, but there were no other
requirements that in any way related to therapeutic
effectiveness®.

Despite the fact that the benefit in this case
outweighs the potential is no

risks, since there

regulatory mechanism “biowaiver for pharmacies”
or a legal model where responsibility for the use
of extemporaneous analogues of unregistered
industrial medicines without their proven therapeutic
effectiveness is distributed between the attending
physician and the compounding pharmacy, this
vulnerability will be used to restrain the pharmacy
compounding system.

A possible way for solving this issue is to
consolidate at the level of the State Pharmacopoeia
a gradation of requirements for determining the
equivalence of complete extemporaneous forms
of analogues of unregistered industrially produced
medicines, depending on the dosage form and their
therapeutic effect.

Thus, for dosage forms with local action, it is
equivalence,

that is, the identity of the qualitative and quantitative

sufficient to confirm pharmaceutical
composition in one dosed unit of the medicinal
product.

In the case of injectable medicines in which
bioavailability is close to 100%, as well as non-modified
immediate-release dosage forms, basic in vitro studies
should be additionally carried out.

For complex dosage forms, including modified-
release, systems,
systemic effect, consolidate the mechanism of medical

transdermal inhalations with a

necessity according to the “Right to Try” principle,

% Food and Drug Administration. FDA’s Concerns with Unapproved
GLP-1 Drugs Used for Weight Loss. Available from: https://www.
fda.gov/drugs/postmarket-drug-safety-information-patients-and-
providers/fdas-concerns-unapproved-glp-1- drugs-used-weight-loss
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when responsibility for the prescription is assigned
to the attending physician, and the compounding
pharmacy guarantees quality [50]. This approach would
allow the legitimate compounding of unregistered
medicines without impossible from
compounding pharmacies —

clinical trials.

requiring the
conducting full-scale

Study Limitations

The search for sources was conducted mainly in
Russian and English, so publications in other languages
may not have been taken into account. The analysis
included only the most significant and relevant
materials, which led to the risk of incomplete coverage

of secondary studies and local regulatory legal acts.

CONCLUSION

The analysis of the identified barriers shows
that the problem of providing patients with orphan
drugs goes beyond pharmaceutical
affects the foundations of the state’s drug safety.

practice and

Pharmacy compounding in this context is not just an
auxiliary mechanism, but a strategic tool capable of
compensating for structural imbalances in the market.
World practice shows that the key competition
in the field of orphan drugs occurs not between

associations. At the same time, it is the developed
national system of compounding pharmacies that
becomes a weighty argument in the formation of
pricing policy, ensuring sustainable access to therapy
and protecting the interests of patients.
when global

increasingly using orphan status to maintain the high
cost of drugs, compounding pharmacies are able to play

In  conditions companies are

the role of a “counterweight”, providing patients with
more effective, timely and affordable pharmacotherapy.
Russia has a regulatory and organizational framework
for the formation of such a system, but its further
development requires the elimination of existing
barriers and the
compounding as a full-fledged element of national drug
policy.

Solutions aimed at overcoming the

institutionalization of pharmacy

identified
obstacles will be useful not only for the segment of
orphan drugs, but also for pharmacy compounding
in general, creating the basis for its sustainable
development. Orphan drugs in this sense become an
indicator of systemic problems, and overcoming them
can become a point of growth for the entire industry.
Thus, the elimination of barriers will not only
expand access to therapy for patients with rare
diseases, but also turn pharmacy compounding into

pharmaceutical companies, but at the level of one of the key factors of pharmaceutical independence
regulatory systems of various countries and integration  of Russia.
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