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Brand Name

HATERRSNATLSELRYRY— LA

Active substance

Approved year* Main Indication

DOXIL /Caelyx Doxorubicin hydrochloride 1995 (US) metastatic carcinoma of the ovary
1996* (EMA) AIDS-related Kaposi’s sarcoma
2007(JPN)

DaunoXome Daunorubicin 1996 (US) AlDs-related Kaposi's sarcoma

citrate

AmBisome Amphotericin B 1997 (US) fungal infection
2006 (JPN)

DepoCyt™** Cytrabine 1999(US) lymphomatous meningitis.

2001* (EMA)

Myocet Doxorubicin hydrochloride 2000 * (EMA) metastatic breast cancer

Visudyne Verteporfin 2000(US) subfoveal choroidal
2000 * (EMA) neovascularization
2003(JPN)

DepoDur ** Morphine sulfate 2004(US) pain following major surgery

Marqibo Vincristine sulfate 2012(US) acute lymphoblastic leukemia (ALL)

Onivyde Irinotecan hydrochloride 2015(US) metastatic pancreatic cancer
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FDA draft guidance (1)J7RY—LHH)

Scope: new drug application (NDA), abbreviated new drug application (ANDA), or
biologics license application (BLA)

8. Postapproval Changes in Manufacturing

Liposome drug products are complex and sensitive formulations that may respond to
CMC changes with greater unpredictability than more conventional formulations.
Therefore, changes to the formulation, container closure, site of manufacture, or
manufacturing process (including substantive equipment and scale changes) will usually
require a prior approval supplement. It may be advisable to conduct in vivo studies if the
changes can affect the performance of the drug product. You can contact the appropriate
review division if you have questions regarding the type of information to generate or the
appropriate reporting mechanism for a postapproval change.

Draft Guidance for Industry, Liposome Drug Products: Chemistry, Manufacturing, and

Controls; Human Pharmacokinetics and Bioavailability; and Labeling Documentation
(Revised October 2015))
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EMA reflection paper (1)7RY— L& Hl)

Scope: a marketing authorisation of intravenous liposomal products developed with
reference to an innovator liposomal product.

3.1 Pharmaceutical Quality

Pharmaceutical comparability between the applicant’s product and the innovator
product should be established before progressing to non-clinical and clinical
investigations. Due to the complexity of liposomal formulations, establishing
pharmaceutical comparability to the reference product alone cannot replace the need
for non-clinical and/or clinical data but may justify reduction in the amount of such
studies. The extent and complexity of clinical and non-clinical studies should be driven by
the results of the comparability work at each stage.

Reflection paper on the data requirements for intravenous iron-based nano-colloidal
products developed with reference to an innovator medicinal product (2015)
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