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Protocol xxx, Clinical Global Rating Scale,
ADCS-CGIC
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m Use of Clinical Global Impressions
¢ History
¢ Standards

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

m Validation in Instrumentation Protocol
m Review of Worksheets and CRFs



Historical Trends
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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
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m Structure vs. no structure

= Control of information sources (subject vs.
Informant)

m Severity vs. change measures
m Internal and external validity

m Need for consensus



Rationale for use of CIBIC

m “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 Ratlng
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m CIBIC -- based solely on patient
Interview, was originally recommended
by FDA for AD trials

m 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
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m 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

m 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

m Thus, consistency Is permitted without forcing a structure on raters



ADCS-CGIC Format
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m 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

m 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

Interval history
Observation/Evaluation

Mental/Cognitive State
Arousal/Alertness/Attention
Orientation

Memory

Language/Speech

Thought content

Hallucinations/Delusions/
lllusions

Behavior/Mood
Sleep/Appetite
Neurological/Psychomotor
activity

Basic & complex functional
activity

Praxis

Social Function



ADCS-CGIC Validation Study

4
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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 1s 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
Frequency Distribution over Time

Percent
60
50
B 1 month 40 _
02 month 30

E 6 month 20 I
012 month 10
O - =l | |
1 2 3 4 5 6 V4
ADCS-CGIC Rating




Interview Order Effect on ADCS-CGIC

0000000000000000000000000000000000000000000
= Interview order (subject vs informant) x interview sequence (1st vs 2nd)

interaction (F(1,80)=5.2, p=0.025)

Mean Rating

6.0
5.8
5.6

54 Subject 1st [nformant LSt
5.2

5.0
4.8
4.6
4.4
4.2
4.0+

ilm 3 6 12 Im 3 6 i
Interview Order



ADCS-CGIC
Correlational Analyses

Measure MMSE CDR  GDS  FAST  ADCS-
CGIC




Conclusions

m Stability over short intervals
m Sensitivity to change over time

m 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

Irsiructions for Complelion

ALZHEIMER'S DISEASE COOPERATIVE STUDY - CLINICAL GLOBAL IMPRESSKONM OF CHANGE
(ADCE-CGIC)
The traned medicaly quakfied andlor psycholoogically educated persan called the mier” should hevee & minimom of 2 g=ars

mxparience o squisalent. IFthe rater has ks than 2 years sxperisnce, the investigator must provide documentation b the
spansar supporting why the rateris othensise qualfied to perfam this lesl.

The patient must ba interdesed first, the informant afererards!

The ADCS-CEIE consists of 1wa parts:

Part I: Bazeline evaluation {mcludes infomation Trom both patient ard informant,
i.e caragiver or someane, who knows the patienl wal)

Part II: ALCE-CGIC forms for bath patiert and miomant

The cverallintent of the ADCS-CGIG is o provide a means jo relisbly assess global change from Eass=ine na cinical rial.
I providkes & semi-sinuchured format to alow sxamines (o gather necessary cinical infformation from both the patient and
nilammant in order fo make a glabal impression of clinica change.

Pant | iz usesd 1o recard baseline informalion o seree 2 a refererce for fulure @ings.

Part |l is composed ol iwo ssctiors, a palient nierdesw lamn and an informant ink=rview form.

Thes= fanms are ussd 1o record information from sspaale nlerdess wih bolh patient ard informant from which an
mpression of change scars is made.

RMathod of Administration

Part | - Bassline evaluation :

&1 beeseline, the swaminer inlervews the patient and informant, recording onlo Part | noles about bassine states for later
reference. Al baseline only, clinical information about the patient from any source may be ussd. The swaminer indicales
an a chacklist the saurces of Mommalion compiled during the bassline svabation.

Pans | and |l share & simiar famet for recording relevant clinical inlommation. The column beaded “frea” identilies vanous
ar=as thal an sxaminer might corsider while evaluating a patient for palential clinical changs, including what might be
axpecied 1o be assesssd 0 perlaming an ardinary bul bhsf comprehensive ofics inkerdew 1o delemmine a patient's bas=ine
stalus and elighility for a cinical inal. The “Probes” column provides sample temes that an examiner might find useful in
Asz=saing an area; and are inkznded as guides for collecting ref=vant inlammation. The last column provides space for nobes.
For the baseline form, there are sepasbs spaces for noles tken from the informant ard patient inkerviews.

There is ro specified amourt of lime o complele the baselines form.

Pat Il :

Pan Il i= adminiskzred & Visil §. The order of nterdews should be the same for all participant=s, with all patients being
nikriewed firsl.

Adler completing the inlerdewss, the sxaminer reconds the cinical mpresson of change on a 7-paint Liket-type scale [from
marked improvernent 1o marked worsening ). The ADCS-CGIC i & raling of dange and not of sevenitg The sscamiresr mery
refer o the bassine dala in Farl .

The examirer, aore, must meke decisions aboul changs, withoul corsulling ather siF. The examiner should aveid asking
opinions of the nberdewes, which may contaminale the @ings, such &= opiniors rsgarding change in symploms ar side
alfects. Al the beginning of the ink=rdey, the sxaminer may wish o caution the miomant [ efrain from menlioning this
niommalion.

Suggested guidelines for lime aloted for the subssquent ratings of changs is 20 mnules each per patient or nkormanl
ni=rdew. This lime was chosen bass=d on the mean ime reporled by scaminers who often asssss clinica changs.

-1-



ADCS-CGIC: Baseline Worksheet Pg 1

AL ZHEIMER'S DISEASE COOPERATIVE STUDY — CLINICAL GLOBAL IMPRESSION OF CHANGE
(ADCS-CG
Liszd i parmizs ion fom i MUS Al ne's Dieaas o Cooporntivg Etudy (WA Cron| ASTEY

PART I: Baseline Ewaluation for both Patiant and Informant (med do e anfensd info databaee)

The paten! must be imervewed Frsf, fhe informant aflerwards’
Date of examination [dd mon yy) I 1 | Ll "
Patiznt's iniliaks {frst midde last)

Date of binh {dd mon )

AppearaTe

Aleriness/
Ati=ntion/!
Conceniration




11 Judgment!
Preblem salving!
Insight

12 Thought conbant

ADCS-CGIC: Baseline Worksheet Pg 2

regjisirtion

reqll

lang termiremots
recall for pasl events

Tozney
essive lnguags
aplive language
comprahersion
paraphasia’ word
I'r-:I'r-;
naming, amourd
rep=liion
[ollows direclions
cansindional =hiliy
id=alianal prass
id=amobar' imilation

patient’s behaviour in
situalions requinng
dgment

arganisation
Approprisbeness




ADCS-CGIC: Baseline Worksheet Pg 3

alfectlability
unusualbi

Hing kst
‘aggressian

anxisby—related
Approprisbeness
cooperaliversss
slesp disorder
reEamnia (yp
noclurnal acli

hyper—, yposomria
appetiteiweight changs

1A Mewrological overall matar activity
Peychomalar posiuns'gail
actiity movemenl disorder
unusual mahor be-
hawiour
daily pallems

7. Basic and complex
(insinamental)
funclianal abilily

pin
househdd chores/!
hobbies
france=s
dniw .rl;




ADCS-CGIC: Baseline Worksheet Pg 4

nd=pendsnos
helplessrysss

10 Holes, comments, summary slalemesnl:

Informatian from ather sources:

nar
[
v

The fallowing sources of nlomation were ussd ncompleting this form: no |m

Inlervieswexaminalion of patient
Z Inlerview of informant
I yes, describe rebtionship o paien
Informatian on neurapsychalogical kest performance

Ganeral information denved from a stafl conference about the patient

[ Y Y B

Othe=r

I yes, please speciy




ADCS-CGIC: Instructions Post Baseline

Irsiructions for Completion

ALZHEIMER'S DISEASE COOPERATIVE STUDY — CLIMICAL GLOBAL IMPRESSION OF CHANGE
(ADCE-CGIC)

The trained medicaly quakfisd and'ar psycholcoically educated person called the "miler” should heve & minimum of 2 p=ars
expeence of squivaen. IF the rater has less than 2 years sxperience, the investigator musl provide documentalion bo the
spansar suppoting why the rater is othamwise gualiied o perlamn this sl

The patient must ba intervesed first, the informant aftersards!

The ADCS-CEC consists of wa parts:

Part I: Bazeline esmluation {includes infomation from both patient and informant,
i.e carmgiver or somesane, who knows the patisnl wel)

Part II: ALCE orms for bath patient ard nfamant

The overall inlen! of the ARCS-CGIE is to provids a means 1o relisbly assess global change from bas=line ina cinical trial.
l providkes & semi-siuchured format bo alow sxamines 1o gather necessary cinical information from both the patient and
nilommant in order fo make a global impres=ion of clinical change.

Pant | is used 1o recard baseline informalion o serve & & refererce for fulure Etings

Part Il i= composed af lwa ssctions, a patient mik=radew famm and an infommant inbsrvies form.

Thes= fomms are ussd 1o recond information from ssparake nlerdess with bolh patient ard informant from which an
mpression of change score = made.

Mathod of Administration

Part | — Baseline evaluation :

&1 beeseline, the examiner inlerdews the patient and informant, recarding onlo Farl | noles about bassine status for laber
reference. Al baseline only, clinical information abaut the patient from any source may be ussd. The sxaminerindicales
an a checklist the sources of Momation compiled during the bassine svabation.

Pars | and I share & similar fommet far ding relevan! cinical inlanmation. The column beaded “Arsa’ identilies vanous
ar=as thal an sxaminer mighl corsider while evaluating a patient for polential clinical changs, including what might be
axpecied o be assesssd in perlaming an ardinary bul briel comprehensve ofics inkerdes 1o delemine a patient's bass=ine
stalus and elighility for a cinical nal. The “*Probes™ column provides sample bsme that an examiner might find usefu in
Asz=s=ing an arsa; and are inkended as guides for collecting refeant inkommation. The last column provddes spece for nobes.
For the baseline form, there are separmte spaces for noles Bken from the informant and patisnt inbsviews.

There is ro specified amourt ol lime o complele the baseline form.

Part I :

Pan Il i= adminiskzred & Visil §. The arder of nt=rdess should be the same for all parlicipants, with all patients being
nikriswed firsl.

Adter completing the inlerdess, the sxaminer records the cinical mpression of change on a 7-point Liken—type scale (from
marked improvernent 1o marked worsening ). The ARCS-CGIC is & raling of dange and not of severibg The esaminer mey
refer o the bas=lne data in Farl .

The examirer, alore, must meke decisions aboul change, withoul corsulling oher staf. The examiner should aveid asking
apinians ol the nterdeswes, which may contaminale the mings, such & opiniors regarding change in symptoms or side
affects. Al the beginnin the inb=ra=y, 1he sxaminer may wish o caution the rfomant o refrain from menlioning this
niammalion.

Suggested guidelines for lime alohed for the subs=quent @ings of change is 20 minules each per patient or nlammant
ni=raew. This time was chosen bassd on the mean time reporied by sxaminers who often assess dinical changs.

-1-



CGIC: Post-Baseline Worksheet Page 1

ALZHEIMER'S DISEASE COOPERATIVE STUDY — CLINICAL GLOBAL IMPRESSION OF CHANGE
(ADCE-CGIC
Liszd with parmi 5 ion from ha MIS Atrhalmer's Disgase Cooperstva Sludy [MA Groni AS1O4EY

PART I {P): Patient’s CGIC examination {nof o be smlered il dafebese)

Tihe padiem must be inervwed frst, e informant sfersards!

Date af examination (dd mon yy) | 1 ” Ll |I ] |
Pati=nl’s inilials (sl midde las)) I I | I
Date of bith {dd mon wy) I 1 ” L1 |I ] |

Yoo rmay reder ondy b the $Pavd - Bessline Evalvetion Forn”™ b assesd
F

Lls= this fomn o an ACS- G
i defermaning ! change.
or arder is suggested for the nfers

clinical svenis since
baselie=

Mental' Cognitive skate [ Structured exam, if used:

canfusian! clarity
Aleriness!

All=ntion! }
Conceniration canscoUsness

T Totbe




CGIC: Post-Baseline Worksheet Page 2

ALZHEIM
(ADC

regisiralian
recal
lang term! remiote

=ncy
expressive languags
recaplie languane
comprzhersion
paraphasial word
firedire
consinictional abiliy
id=alianal l:f.:lr:is
idsomotar’ imilation

1. Judgment!

Problem salving

17 Though! conbenl anganisation
Approprisbeness

12 Halbkiretions' aAudilory! vsual
Delusicne' misprceplions
lusians syslemalsed’

devedoped

¥ Tobe con



CGIC: Post-Baseline Worksheet Page 3

AL ZHEIME : L) - { OF CHANGE

alfectlakilty
alian/erergy
agilalion/aggression
hoslilty
depression-related’
aAnxishy—related
uninhibitzd
Appropriskanes
oo permlivers s

slesp disorder
neclurnal aclivity
aAppetiteweight changs

16 Hewrclagic avaral mabar adivity
Paychomalar poslurs'ail
act ity movemeni disarder
unusua makar
beteriour

1. Easic and complex
finsinmenial) hygizneiracming
functional abilly dr==sing
zaf-lzeding
shapping

1B Socia function nikEmEdions
community activiies




CGIC: Post-Baseline Informant’s
Worksheet Page 1

'F'I{-[EH_EIME 5 DISEASE COOPERATIVE STUDY - CLINICAL GLOBAL IMPRESSION OF CHANGE
(ADCS-C ]

Lexd wiih parmizsion fromi ha MU Al nier's Disaas o Cooperoitea Etudy (WA Crond 510483
PART I 1j: Infomant’'s CGIC intersiew (mod fobe enfered nb defahass)

e Ties patersd must be imtereiewed Frsf, e informant sflsrsards!
Date of ewamination {dd mon yy)
Pali=nl’s inilialks (frst midde las))

Date af birth [dd mon wyl

ANCE . = ondy B the Pl
-l

Males

campliancs wilh
prowacal

prablzms

B Aroosal!
Aleriness/
Blk=ntion!
Corcentration shale of consciousress

lime= relatiorehips
Irarved
fired his'her way

LS
Ihersiahjscts
rescts appropialely




CGIC: Post-Baseline Informant’s
Worksheet Page 2

R prEsEion
mpre=hersian
word finding
naming, amourd
repelion
follews direclion

overall acliviby

daily patlems
ambulation
morerrenl disander
unsua movamEnks

1. Judgment! patient’s bebevicur in
Problem =dving silualions requirng
dgment

12 Thought conbenl arganisation
Appropristeness
hoslile sxpression

12 Haluciretions! aAudilory’ visual
Delusions' mispeceplions
lusions

T To be combimosd



CGIC: Post-Baseline Informant’s
Worksheet Page 3

L GLOBAL 1M N OF CHANGE

£

IC

alfectlability
unsua bizares

on-related!

agilalianfaggre=sion
hostility

approprisks’

co pEralveE s

reamnia lyps M)
noclurnal aclivity
hyper—, hyposomnia
appetiteiweight charge

18 Basic and complex

finsinamenial)

Tunclional abikly dres=ing
zaf-fzeding
shapping
househad chares!
hobbies

franes=s

Sacia undtion parlicipation in:
social interactions
community act filies
rdependance
helpl==aryes




CGIC: Post-Baseline Summary Sheet

ALZHEIMER'S DISEASE COOPERATIVE STUDY - CLINICAL GLOBAL IMPRESSIGN OF CHANGE
(ADCE-CGIC) - SUMMARY SHEET
Liszad Wil paTEssion Froimi Tha FA. Adrhsal e’ DA i |:{q:i‘l'."h"l Elll.ﬂl' | A Crenl AS1HEBY

e Benass fonsfr forrmation, docovnsmed in Pand | end Pad §
and rcale fhe ! impression of Change,

Patiznt initids First middls lasi)

Part | - Basaling Evaluation

Examireriniials (lirsl midde last)
Examiner trial indeperdent (nol otherwise invalved inthe irial)

Part Il - Patienit's CGIC Eval uation

Examineriniiaks (first midde last)
Examniner trial indeperdant (ol otherwise invalved inthe irial)

Part Il = Informant's CGIC Evaluation

Examinerinitiaks (first midde last)
Examirer rial indeperdenl jnol ctherwise involved inthe traly

Clinical Impression of Changea (indicabs one)
Mark=d improvament
Meod=rats mprosermznl
Minimal mprovemanl
Ho change
Minimal wors=ning
Mede e worssning

Marke=d wors=ning
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