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* FDA
e 21 CFR 300.50 (the combination rule)

* Guidance for Industry, Hypertension: Developing Fixed-Dose
Combination Drugs for Treatment (draft) (2018.1)

* EMA
« EMEA/CVMP/83804/2005 Guideline on pharmaceutical fixed
combination products (2005)

e EMEA/CHMP/SWP/258498/2005 Guideline on the Non-clinical
development of fixed combinations of medical products (2008)

* EMA/CHMP/158268/2017 Guideline on Clinical development
—\ of fixed combination medical products (2017)
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FDA 21 CFR 300.50 (the combination rule)

|
TITLE 21--FOOD AND DRUGS

CHAPTER I--FOOD AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMAN SERVICES

SUBCHAPTER D--DRUGS FOR HUMAN USE
PART 300 — GENERAL
Subpart B--Combination Drugs

Sec. 300.50 Fixed-combination prescription drugs for humans.

The Food and Drug Administration's policy in administering the new-drug, antibiotic, and other regulatory provisions
of the Federal Food, Drug, and Cosmetic Act regarding fixed combination dosage form prescription drugs for humans
is as follows:
(a) Two or more drugs may be combined in a single dosage form when each component makes a contribution to the ¢
laimed effects and the dosage of each component (amount, frequency, duration) is such that the combination is safe
and effective for a significant patient population requiring such concurrent therapy as defined in the labeling for the
drug. Special cases of this general rule are where a component is added:

(1) To enhance the safety or effectiveness of the principal active component; and

(2) To minimize the potential for abuse of the principal active component.
(b) If a combination drug presently the subject of an approved new-drug application has not been recognized as effec

%tive by the Commissioner of Food and Drugs based on his evaluation of the appropriate National Academy of Science
Q = s-National Research Council panel report, or if substantial evidence of effectiveness has not otherwise been presente

%appropriate criteria listed in paragraph (a) of this section.
(c) A fixed-combination prescription drug for humans that has been determined to be effective for labeled indications

//%/ by the Food and Drug Administration, based on evaluation of the NAS-NRC report on the combination, is considered t

==
/ o be in compliance with the requirements of this section.
%[40 FR 13496, Mar. 27, 1975, as amended at 64 FR 401, Jan. 5, 1999]
/
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Guideline on Clinical development of fixed combination medical
products (2017)

* Potential advantages for combinations of medicinal products
compared to treatment with monotherapy could be that:

* The combination improves response in those with inadequate response to
monotherapy, has a greater overall effect and/or is more rapidly effective;

* The combination improves safety due to one active substance counteracting the
adverse drug reactions of another or by combining doses that are sub-
therapeutic when used in monotherapy.

e 3 therapeutic scenario :
e add-on treatment
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DPZ IR + MEM 20mg AMCE ER DPZ IR + MEM 20mg IR

13% Qe EMAIH A& 0 0
%S MTEZAY At 0 0
SOHH| vs U (H-8) 2t 0 0
K08 E b T A2 (3] Qs BHE ) (hs*s)
Alo|get Alg AR 0 X
AFMREY AT 0 0

DPZ : donepezil 10mg  MEM : memantine 20mg QD: 1€l 13|

=
IR : Immediate release  FDC : fixed dose combination(11d & 2F 22t X|)
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* FDA

 Namenda XR : memantine 28, 21, 14, 7mg ER Capsule (2010)

- DHHZS PEH L2 58511 Y= AD 2HX10]| A Dzt EH-E 2
EfCHA O1=

O H-Ho
* Namzaric ER Capsule : donepezil 10mg + memantine 28mg ER QD
(2014) donepezil 10mg + memantine 21mg ER QD
donepezil 10mg + memantine 14mg ER QD

donepezil 10mg + memantine 7mg ER QD

* EMA
=~ * Acrescent tablet(IR) : donepezil 10mg + memantine 20mg QD
- S/ MEZ=0a T} HH(2013)
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