ELECTRONIC SUPPLEMENTARY MATERIAL

Appendix 1: Inclusion/exclusion criteria

Complete inclusion/exclusion criteria for this study consisted of the following:

Study participants were men and women of at least 50 years of age, with a diagnosis of probable
AD based on criteria set forth by the National Institute of Neurological and Communicative
Disorders and Stroke-Alzheimer’s Disease and Related Disorders Association (NINCDS-
ADRDA) [1] and the Diagnostic and Statistical Manual of Mental Disorders (DSM-IV-TR) [2].
In addition, the participants were required to have a Mini Mental State Examination Score
(MMSE) [3] in the 3-14 range at screening and baseline, and results of a magnetic resonance
imaging (MRI) or computed tomography (CT) scan, taken within the past 12 months, consistent
with a diagnosis of probable AD. The Functional Assessment Staging Tool (FAST) was also
administered at screening, to aid in assessing the severity of illness. At screening, all participants
were required to be receiving ongoing cholinesterase inhibitor therapy, (stable dosage for at least
3 months), and to have normal (or abnormal but clinically non-significant, as judged by the site
investigator) results on physical examination, laboratory evaluations, and electrocardiogram
(ECG). Women were required to be post-menopausal for at least 2 years or surgically sterile. All
individuals were required to have a reliable, knowledgeable caregiver to accompany them to all
visits during the study. They were also required to be ambulatory (independently or aided) and

have sufficient vision and hearing, with or without aids, to comply with testing procedures.

Individuals were excluded from the study if they had any of the following: clinically significant

and active pulmonary, gastrointestinal, renal, hepatic, endocrine, or cardiovascular system



disease; neurologic disorder (e.g., stroke, Parkinson’s disease, seizure disorder, or head injury
with loss of consciousness) within the past 5 years; clinically significant B, or folate deficiency;
any DSM-IV Axis | disorder other than AD (e.g., amnestic disorders, schizophrenia, bipolar
disorder, current major depressive episode, psychosis, panic or post-traumatic stress disorder);
CT or MRI compatible with hydrocephalus, stroke, space-occupying mass lesion, cerebral
infection, or any other clinically significant disease involving the central nervous system;
dementia complicated by other organic disease or predominant delusions; systolic blood pressure
>180 or <90 mmHg, or diastolic blood pressure >105 or <50 mmHg at screening or baseline;
treatment for an oncologic diagnosis within the previous 6 months; modified Hachinski
Ischemic score >4 at screening; known or suspected history of alcoholism or drug abuse within
10 years of screening; memantine treatment within one month prior to screening; clinician’s
judgment of likely nursing home placement within 6 months; hypersensitivity to memantine,
neramexane, rimantadine, or amantadine; cholinesterase inhibitor therapy that was likely to be
interrupted or discontinued during course of the study, contraindication for cholinesterase
inhibitor therapy, or therapy with multiple cholinesterase inhibitors; the inability to perform a
minimum of one item on the Severe Impairment Battery (SIB) at baseline. Additional exclusion
criteria included the unwillingness or inability of the patient or caregiver to fulfill the
requirements of the study, any patient’s condition deemed by the investigator to be unsuitable for
the study, patient exposure to an investigational drug within 30 days (or 5 half-lives, whichever
is longer) of screening, treatment with a depot neuroleptic within 6 months of screening, current
or prior exposure to any unapproved concomitant medication that could not be discontinued or
switched to an allowable alternative medication before baseline, and positive urine drug screen

results for a prohibited drug.



References

1. McKhann. Clinical diagnosis of Alzheimer's disease: report of the NINCDS-ADRDA
Work Group under the auspices of Department of Health and Human Services Task Force on
Alzheimer's Disease. Neurology. 1984;34:939-44,

2. American Psychiatric Association Task Force on DSM-IV. Diagnostic and Statistical
Manual of Mental Disorders: DSM-1V-TR. 4th ed. Washington, DC: American Psychiatric
Association; 2000.

3. Folstein MF, Folstein SE, McHugh PR. "Mini-mental state". A practical method for
grading the cognitive state of patients for the clinician. J Psychiatr Res. 1975 Nov;12(3):189-98.

Appendix 2: Co-investigators

The Memantine MEM-MD-50 Study Group consisted of the following members (affiliations
reflect the time of study conclusion):

M. Agronin, Miami Jewish Home and Hospital for the Aged, Miami, FL; J. L. Oropeza de Alba,
Hospital Civil de Guadalajara “Fray Antonio Alcalde”, Guadalajara, Jalisco, Mexico; R. Allegri,
Hospital General de Agudos “Dr. Abel Zubizarreta”, Ciudad Autonoma de Buenos Aires,
Argentina; G. Alva, ATP Clinical Research, Inc, Costa Mesa, CA; R. Alvarado, Hospital FACH,
Las Condes, Santiago; D. B. Arciniegas, UCDHSC, Denver, CO; L. Barra, Clinica Oriente
Antofagasta, Antofagasta, Chile; G. G. Bonetto, Clinica Privada Integral de Psiquiatria San
Nicolas Av., Cérdoba, Prov. de Cordoba, Argentina; M. L. Brody, Brain Matters Research,
Delray Beach, Florida; I. Brusco, Instituto de Investigaciones Cardiologicas Prof.“Dr. Alberto C.
Taquini”, Ciudad Autonoma de Buenos Aires, Argentina; E. A. Cattaneo, Clinica Privada
Banfield S.A., Prov. de Buenos Aires, Argentina; D. Cristalli, Instituto Medico Platense, La
Plata, Pcia. de Buenos Aires, Argentina; C. Curtis, Compass Research, Orlando, FL; M. A.

Valdés Davila, Hospital Universitario de Saltillo “Dr. Gonzalo Valdés Valdés”, Saltillo,



Coahuila, Mexico; S. M. Diamanti, Hospital Espanol, Ciudad Autonoma de Buenos Aires,
Argentina; R. Dominguez, Hospital Sirio Libanes, Ciudad Autonoma de Buenos Aires,
Argentina; O. Dorr, Hospital Psiquiatrico Dr.José Horwitz B., Santiago, Chile; S. Dubovsky,
Erie County Medical Center, Buffalo, NY; J.G. Duffy, Apex Research Institute, Santa Ana, CA;
C. Estol, Centro Neurologico de Tratamiento y Rehabilitation, Ciudad Autonoma de Buenos
Aires, Argentina; A. Famulari, Fundacion Argentina Contra las Enfermedades, Ciudad
Autonoma de Buenos Aires, Argentina; M. V. Farmer, Meridien Research, Saint Petersburg, FL;
G. S. Figiel, Eastside Heritage Center, Snellville, GA; S. Flitman, 21st Century Neurology,
Phoenix, AZ; L. I. Ledn Flores, Hospital “Dr. Angel Leafio”, Zapopan, Jalisco, Mexico; S. W.
Fox, Neuroscience Center of Northern NJ, Morristown, NJ; R. Galeno, Instituto Neurociencias,
Mendoza, Prov. de Mendoza, Argentina; M. L. Garau, Hospital General de Agudos “Dr. Juan
Fernandez”, Ciudad Auténoma de Buenos Aires, Argentina; A. A. Vazquez Garcia, Hospital
Universitario “Dr. José Eleuterio Gonzalez”, Monterrey, Nuevo Leon, Mexico; M. Garrote,
Sanatorio Parque, Rosario, Pcia. de Santa Fe, Argentina; G. Gerard, Neurology and
Neuroscience Center of Ohio, Toledo, Ohio; J. H. Gilliam, International Clinical Research
Associates, Richmond, VA; S. Gloger, Psicomédica, Santiago, Chile; A. Golimstok, Hospital
Italiano de Buenos Aires, Ciudad Autonoma de Buenos Aires, Argentina; P. M. Green, Borgess
Research Institute, Kalamazoo, Ml; D. E. Hart, Upstate Clinical Research, LLC, Albany, NY; G.
Grossberg, Saint Louis University, Saint Louis, MO; S. Guinjoan, Fundacion para la lucha contra
las Enfermedades, Ciudad Autonoma de Buenos Aires, Argentina; W. Jennings, Radiant
Research, San Antonio, TX; B. Jordan, Burke Medical Research Institute, White Plains, NY; M.
Kalafer, The Clinical Trial Center, LLC, Jenkintown, PA; L. J. Kremer, Instituto Privado

Kramer, Cordoba, Argentina; V. Larach, Clinica Pedro Montt, Santiago, Chile; J. Lasso, Hospital



Padre Hurtado (Oftalmologia), San Ramdn, Santiago, Chile; M. Leiva, Hospital de Valdivia
(neurologia), Valdivia, Chile; S. N. Losk, Summit Research Network Oregon, Inc., Portland,
OR; C. O. Lozano, Joliet Center for Clinical Research, Joliet, IL; H. S. Madrid, CIF Biotec,
Mexico, Distrito Federal, Mexico; F. Manes, Instituto de Neurologia Cognitiva (INECO), Ciudad
Auténoma de Buenos Aires, Argentina; A. Marcadis, Baumel-Eisner Neuromedical Institute,
Boca Raton, FL; D.l. Margolin, Margolin Brain Institute, Fresno, CA; M. Marquez, CRF
Investigaciones Clinicas, Ciudad Autonoma de Buenos Aires, Argentina; L. G. Almeida Montes,
Centro Comunitario de Salud Mental dependiente, Queretaro, Queretaro, Mexico; R. Moore,
Institute of Aging Research Center, San Francisco, CA; S. R. Morales, Hospital Miguel Hidalgo,
Aguascalientes, Aguascalientes, Mexico; D. R. Mufoz, Internal Medicine Northwest, Tacoma,
WA; R.V. Nieto, Hospital Nuestra Sefiora de la Salud, San Luis Potosi, San Luis Potosi ,
Mexico; C. Nufiez, Clinica de San Jorge, Lanus, Pcia. de Buenos Aires, Argentina; A. E. Macias
Osuna, Centro Medico San Francisco, Monterrey, Nuevo Leon, Mexico; M. L. Moya Palazuelos,
Hospital Psiquiatrico de Sinaloa “Dr. Alfonso Millan Maldonado”, Cuiliacan, Sinaloa, Mexico;
M. Patel, Valley Medical Primary Care, Inc., Centerville, OH; E. Pfeiffer, University of Florida,
Tampa, FL; V. Pineda, Hospital San Pablo de Coquimbo, Coquimbo, Chile; E. Reich, Sanatorio
Municipal Dr. Julio Mendez, Ciudad Autonoma de Buenos Aires, Argentina; W. Reichman,
Center for Clinical and Translational Services, New Brunswick, NJ; M. A. Bedia Reyes, Hospital
Aranda de la Parra, Ledn, Guanajuato, Mexico; L. Risco, Sociedad de Estudios Clinicos (CEC),
Santiago, Chile; L. M. Francisco Gutierrez Robledo, Instituto Nacional de Ciencias Médicas y
Nutricion “Salvador Zubiran”, Mexico, Distrito Federal, Mexico; G. Rojas, Optima Salud,
Santiago, Chile; J. S. Ross, Memory Enhancement Center, Long Branch, NJ; B. E. Safirstein,

MD Clinical, Hallandale Beach, FL; M. K. Sauter, Westmoreland Neurology Associates, Inc.,



Greenburg, PA; G. A. Saredo, Centro de Investigaciones Clinicas del Litoral, Santa Fé,
Argentina; F. W. Schaerf, Neuropsychiatric Research Center of Southwest Florida, Fort Myers,
FL; S. D. Segal, Scientific Clinical Research, Inc., North Miami, FL; G. Sorin, Instituto
Argentino de Neurociencias, Ciudad Autonoma de Buenos Aires, Argentina; J. Stoukides, Rhode
Island Mood and Memory Research, East Providence, RI; F. Taragano, CEMIC, Ciudad
Auténoma de Buenos Aires, Argentina; M. M. Tuchman, Palm Beach Neurological Center, Palm
Beach Gardens, FL; K.Wilks, Baumel-Eisner Neuromedical Institute, Hallandale Beach, FL; J.
Winston, Senior Adults Specialty Research, Austin, TX; D. R. Zuin, Fundacion Cerebro y Mente

(FUNCERMEN), Mendoza, Argentina.



