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SCILENLCI MEDICINES HEALTH

. A complex active ingredient

. A complex route of delivery

. A complex dosage form or formulation

. A complex drug-device combination product

. Complexity or uncertainty concerning the
approval pathway or a possible alternative
approach that would benefit from early
scientific engagement

v B WN -

Classifying Approved New Drug Products and Drug-device Combination Products as
Complex Products for Generic Drug Development Purposes

In cases where the medicinal product does not fall within
the definition of a generic medicinal product as provided

in paragraph 2(b) or where the bioequivalence cannot be

demonstrated through bioavailability studies or in case of

changes in the active substance(s), therapeutic indications,
strength, pharmaceutical form or route of administration,
vis-a-vis the reference medicinal product, the results of the
appropriate pre-clinical tests or clinical trials shall be
provided

Article 10(3) of Directive 2001/83/EC

- EMATIX. hybrid medicine

- BRES. HE, FEHDWE, BERRBP, THAMREFERLEY R v IEER
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Number of NDAs or PSGs Published
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B Complex Drug Products B PSG Published*

* Numberincludes PSG published and drug products that may be eligible for “biowaiver” under 21 CFR 320.22(b)
As of March 2020
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*Numbers noted on the bar graph are the number of approved NDAs, and the height of the graphis normalized
NMEs: New Molecular Entities
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https://www.fda.gov/files/drugs/published/Introduction-to-complex-products-and-FDA-considerations-Presentation.pdf
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Food Drug & Cosmetics Act

Abridged applications g
Stand-alone Bibilographic/ well- Fixed combination Informed consent Generlcs ; ! Blosimilar
2 established ? . Hybrid application
application application application application application application

L S L 3 B 3

28

Abbreviated New
New Drug Application (NDA) Drug Application

(ANDA)

505 (bl‘ {2] 505 [j) AP is well-

Haolder of
established; Two or more APIs in authorized
preclinical and

Products that do
; one formulation; medicinal products
Originators clinical data are cinal pr

replaced by both APls are sllow data to be
P registered in Europe used for future

literature applications

not meet the strict
Generics defimition of 8 Biosimilars

“generic™

3 0

references to

Products closely

Originators related to Generics * *E —C‘ii_ﬁa):/ - - Z‘ U 4 7 E%nn t I_.I L505(J)7§‘ A& by
Wswsion +—A T, HRERDOHA FFAVFLDHDB

- ERM TlIHybrid applicationD M ETELHBEE DY = %
Vy VEFEmEITERLS
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RX List Part ||

ﬁ USFUOD & DRUG Ingredient [Approved NDA | Dosage Form
ACIINIITIATION ACETOHYDROXAMIC ACID NO18749 TABLET
ALBUMIN HUMAMN NO202399 INJECTABLE
ALITRETINOIN NO20286 GEL
ALPROSTADIL N0O21212 INJECTABLE
5o . T i - ALPROSTADIL NO20643 INJECTABLE
Prescription List of Off-Patent, Off-Exclusivity Drugs without an Approved Generic ALPROSTADL 20379 NIECTABLE
To improve transparency and encourage the development and submission of abbreviated new drug applications AMINO ACIDS; CALCIUM CHLORIDE; DEXTROSE;
& Gl Sl i i s F ' s 5 MAGMESIUM SULFATE; POTASSIUM CHLORIDE; SODIUM
(ANDAs) for drugs with limited competition, FDA is publishing a list, consistent with the methodology described ACETATE: SODILM SITCEROPHOSPHATE SOVBEAN GIL | NZ006SE ERALILEION
below, of approved and active prescription new drug application (NDA) drug products that are off-patent and off-
Nk N i AMPHOTERICIN B NO50724 INJECTABLE, LIPID COMPLEX
exclusivity, and for which the FDA has not approved an ANDA referencing that NDA drug product. ATAZANAVIR SULFATE N206352 POWDER
ATROPINE NO17106 SOLUTION
5 2o o . B . ATROPINE; PRALIDOXIME CHLORIDE N0Z21983 INJECTABLE
Part | of the list identifies those prescription drug products for which FDA could immediately accept an ANDA AZTREONAM NOS0214 FOR SOLUTION SN
H : £ H BECLOMETHASOMNE DIPROPIOMATE MONOHYDRATE NO19389 SPRAY, METERED ﬂz 75\ i%
WlthDUt prlor dISCUSSIon- CARMUSTINE NO20637 IMPLANT 2 O 1 7 b 'L)\
CIPROFLOXACIN HYDROCHLORIDE N021918 SOLUTION/DROPS 2 O 2 3 ﬂEF_H__ H}i Lj:
= T+ Tt < z = CLOBETASOL PROPIOMATE N213691 LOTION
Part Il identifies prescription drug products for which ANDA development or approval may raise potential legal, COLISTIN SULFATE, HYDROCOMTISONE ACETATE] 2 .
regulatory, or scientific issues that should be addressed with the Agency prior to considering submission of an NEOMYCIN SULFATE; THONZONIUM BROMIDE NO50356 SUSPENSION/DROPS P I’t | | Lj: 3 ~N :/‘
ANDA COPPER NO1E6E0 INTRAUTERINE DEVICE a
* CORTICOTROPIN NODB372 INJECTABLE
CORTICOTROPIN NODBS7S5 INJECTABLE
: A - ’ 4 CYSTEAMIME BITARTRATE N020392 CAPSULE V
»  Forsome products in Part 1 of the list, submizsion and/or approval of an ANDA via the 505{j) pathway DIATRIZOATE MEGLUMINE NO10040 SOLUTION
may not be appropriate; section S05(b)(2) of the FDEC Act may be an appropriate abbreviated appraval ESTRADIOL 020473 INSERT. EXTENDED RELEAE
pathway for such praducts. ESTRADIOL NO21166 GEL, METERED
For ather products in Part 1] of the fist, there are regulatory or sGentific complexities that may be ESTRADIOL ACETATE NOZ1367 INSENT, EXTENDED) RELEASE
addresszed with additional information exchange between FDA and a prospective ANDA sponsaor  {e.g., ESTROGENS, CONJUGATED N020216 CREAM
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Complex Generics News

Up-to-date information on FDA's actions on complex generics CenirER FOR RESEARCH O
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Generally, complex generics are products that have complex active ingredients,

formulations. dosage forms. or routes of administration. or are complex drug-device ‘ . e
combination products. Generics of complex brand name drugs (i.e., reference listed drugs) M o i! ',-r'“ g > 7
can be more difficult to develop. As such, a complex drug may be less likely to have an =

available generic.

To help patients access important medical treatments, FDA’s Center for Drug Evaluation
and Research works to better understand the scientific issues impacting complex generic
development and assessment. FDA shares these scientific insights publicly, further

enabling generic drug applicants to develop complex products and helping to ensure that ThesCenier for Research o Camplex Genenes (CRCE) freilitales reseaidh collabuseinnyshat hel)

increase access to safe and effective generic drugs.

applicants have the necessary information to prepare complete submissions.

This page features news, information, and additional resources about FDA's activities that
support the development and approval of complex generic drugs.
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15 September 2021

PILOT PROGRAM: EMA-FDA PARALLEL SCIENTIFIC ADVICE
FOR HYBRID/COMPLEX GENERIC PRODUCTS - GENERAL PRINCIPLES

The European Medicines Agency (EMA) and the U.S. Food and Drug Administration (FDA) of
the U.S. Department of Health and Human Services have established a pilot program to provide
parallel scientific advice (PSA) to applicants of marketing authorization applications (MAAs) for
hybrid products (EMA) and abbreviated new drug applications (ANDASs) for complex generic
drug products, hereafter referred to as “complex products” (FDA).! The goal of the PSA program
is to provide a mechanism for EMA and FDA to concurrently consider and jointly exchange with
applicants the agencies’ views on scientific questions during the development phase of
hybrid/complex generic products. Such interactions are expected to increase dialogue between
the two agencies and applicants from the beginning of the lifecycle of a hybrid/complex generic
drug product. Successful collaboration may provide applicants with a deeper understanding of the
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