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Protocol xxx, Clinical Global Rating Scale, 
ADCS-CGIC 

 Use of Clinical Global Impressions 
 History 
 Standards 

 The Alzheimer's Disease Cooperative Study-Clinical 
Global Impression of Change (ADCS-CGIC) 

 Validation in Instrumentation Protocol 
 Review of Worksheets and CRFs 



Historical Trends 

 1970s--CGIC (Guy 1976) 
 Minimal guidelines assume appropriate inferences by clinician 
 Based on "total clinical experience," or "how much has he changed?" 

 
 1986-90--NIA Mt. Sinai tacrine trial uses original CGIC (Davis et al 1992) 

 Improvement found on ADAS-Cog, none on CGIC 
 

 1991--Tacrine 30-week trial introduces CIBIC (“CIBI,” Knapp et al 1994) 
 Informant and patient interviewed at BL with 8 items, follow-up of patient only 
 “CIBI” detects treatment effect 

 
 1991--FDA draft guidelines 

 CGIC should not include informant information, should remain holistic  
 

 1992-93--NIA-ADCS, instrument protocol establishes goal to develop new             
CGIC 
 ADCS-CGIC instrument developed 

 



Current Issues: Global Ratings 

 Structure vs. no structure 

 Control of information sources (subject vs. 
informant) 

 Severity vs. change measures 

 Internal and external validity 

 Need for consensus 



Rationale for use of CIBIC 

 “If a experienced and unbiased clinician 
can detect a global change in an AD 
patient solely on an interview…then that 
change is assumed to be clinically 
relevant”  
(FDA 1991, P. Leber, and others) 



CIBIC: Global Change Rating 

 CIBIC -- based solely on patient 
interview, was originally recommended 
by FDA for AD trials 
 

 CIBIC+ -- includes a caregiver interview 
to provide more complete information 
on patient status 



CIBIC+ Rating 

 Marked improvement (1) 
 Moderate improvement (2) 
 Minimal improvement (3) 
 No change (4) 
 Minimal worsening (5) 
 Moderate worsening (6) 
 Marked worsening (7) 

 



Development of ADCS-CGIC 
 Consensus identified among clinicians 

 Survey sent to ADCS global raters 
 Clinicians agreed that a CGIC should include: 

 Interview of subject and informant 
 Mental status examination 
 Take approximately 20 minutes per interview 
 Assess a common set of areas 

 
 Format for ADCS-CGIC based on survey results: 

 ADCS-CGIC requires separate interviews of subject and informant 
 Worksheets created 

 Include domains with specific areas and sample probes 
 Content adapted from existing severity rating scales 
 Space included for notes 
 Not required to fill out forms or to assess every item 

 
 Thus, consistency is permitted without forcing a structure on raters 

 



ADCS-CGIC Format 
 Instructions 

 Note taking as one would clinically 
 Assess mental status 
 Assessment of side effects prohibited 
 20 minutes recommended per interview 
 Ratings made with reference to baseline 

 
 Baseline 

 Separate interview of subject and informant  
 

 Follow-up 
 Separate interview of subject and informant 
 Interview subject first 
 Global change rating made after 2nd interview 

Ref.:  Schneider, L.S., Olin, J.T., Doody, R.S., Clark, C.M., Morris, J.C., 
Reisberg, B., Schmitt, F.A., Grundman, M., Thomas, R.G., & Ferris, S.H. 
(1997).  Validity and reliability of the Alzheimer's Disease Cooperative 
Study-Clinical Global Impression of Change (ADCS-CGIC).  Alzheimer's 
Disease and Associated Disorders, 11, S22-S32. 

Area Probe Notes 

Interval history 
Observation/Evaluation 

  

Cognitive 
Mental/Cognitive State  
Arousal/Alertness/Attention 
Orientation 
Memory 
Language/Speech 
Thought content 

  

Behavior 
Hallucinations/Delusions/ 
Illusions 
Behavior/Mood 
Sleep/Appetite 
Neurological/Psychomotor 
activity 

  

Functioning 
Basic & complex functional 
activity 
Praxis 
Social Function 

  

 



ADCS-CGIC Validation Study 

 N=242 AD patients stratified by MMSE and 64 controls 
 

 ADCS-CGIC administered at BL, 1, 2, 6, and 12 months 
 

 MMSE, CDR, GDS, FAST administered at BL and 12 months 
 

 ADCS-CGIC rating made after interview with subject and informant 
 

 Order of interviews randomly assigned for each subject 
 

 Global rating is made after each interview; 2nd is the overall rating 
 
 



ADCS-CGIC Results 
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 ADCS-CGIC distinguished AD subjects from controls (F(1,114)=55.86, P<0.0001) 
 ADCS-CGIC significantly worsens over time (F(3,240)=68, p<0.0001) 
 Time x level of cognitive impairment interaction (F(12,240)=1.93, p<0.03) 

 Patients with an MMSE > 10 showed linear worsening 
 Patients with MMSE < 10 showed the most rapid change at 6 months 

 



Interview Order Effect on ADCS-CGIC 
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 Interview order (subject vs informant) x interview sequence (1st vs 2nd)  
 interaction (F(1,80)=5.2, p=0.025) 

Informant 1st Subject 1st 
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ADCS-CGIC  
Correlational Analyses 

Measure MMSE CDR GDS FAST ADCS-
CGIC 
 

MMSE  -0.17 
 

-0.14 
 

-0.21 
 

-0.32 
 

CDR   0.30 
 

0.30 
 

0.23 
 

GDS    0.33 
 

0.21 
 

FAST     0.12 
 

 
 



Conclusions 

 Stability over short intervals 
 

 Sensitivity to change over time 
 

 Ratings affected by interview order 
 Ratings worsened after informant interview 

 
 Effective method for generating a CIBIC+ 

 
 Commonly used in clinical trials 
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ADCS-CGIC Completion Instructions 



ADCS-CGIC: Baseline Worksheet Pg 1 



ADCS-CGIC: Baseline Worksheet Pg 2 



ADCS-CGIC: Baseline Worksheet Pg 3 



ADCS-CGIC: Baseline Worksheet Pg 4 



ADCS-CGIC: Instructions Post Baseline 



CGIC: Post-Baseline Worksheet Page 1 



CGIC: Post-Baseline Worksheet Page 2 



CGIC: Post-Baseline Worksheet Page 3 



CGIC: Post-Baseline Informant’s 
Worksheet Page 1 



CGIC: Post-Baseline Informant’s 
Worksheet Page 2 



CGIC: Post-Baseline Informant’s 
Worksheet Page 3 



CGIC: Post-Baseline Summary Sheet 
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