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Long term outcomes are often poor in patients with bipolar diserder despite treatment, more effective
treatments are needed to reduce recurrences and morbidity.

Hence, we proposed & prospective, comparative study between lithium and divalproate sedium in euthymic
BPAD patients for a perisd of atleast 1year during the maintenance phase. AIM » Te compare meod stabilizing
effecteflithium and divalpraate sedium in euthymic BRAD patients. OBJECTIVE:» To evaluate thetime for any
mood episodes(mania/depression/mixed episodes). » Te access the severity of the meod episodes. To evaluate
forepizodes of deliberate self harm. » To compare the adherence between lithium and divalproate sedium
group. To compare the adverse effect profile between the o greups. » Te accessthe fundtiening between the
o study groups. » To correlate the new onset manic /depressive episode with serum lithium /dosage of
divalpreate sodium.

METHODOLOGY: Primary outcome: To evaluate the time for any mood episodes(mania/depression/ mixed
episcdes). Secondary outcome: 1) To access the severity of the mood episedes. 2) To evaluate for episodes of
deliberate self harm. 3) Adherence to study treatment. 4) Adverse effects of medications. 5) Global assessment
of functioning &) Comparision of suicidal risk between lithium and divalproate sodium patients. INCLUSION
CRITERIA 1. Men and women age 18years and above whe received dlinical disgnesis of BPAD 25 per DSM
ariteria) by 2 qualified psychistristin PSG hospitalin psychiatry OP. 2. Patients werg initisted, continued or
restarted on 3 single mood stabilizer either on lithium or divalproate sedium by the consultant
psychiatrist{zcute episode/maintenance treatment). 3. Patient wha remains euthymic for next 2menths period
from the inftiaticn, continuation restarting of ithium or divalpreate sodium. 4. Patients willing for written
infermed censent.

EXCLUSION CRITERIA L. Patients whe are alreadvon more than one mood stabilizers duringindex diagnosis by

Long-term outcomes are often poor in patients with bipolar diserder despite treatment; more ffective
treatments are needed to reduce recurrences and morbidity.



TABLE OF CONTENTS

S.NO CONTENTS PAGE NO
1 Introduction 1
2 Review of Literature 4
3 Rationale, Aim and Objective 6
4 Methodology 8
5 Statistical analysis 22
6 Results 24
7 Discussion 64
8 Limitations 68
9 Conclusion 70
10 References 71
11 Annexure 81




LIST OF TABLES

Comparision of socio-demographic variable between

TABLE 1 o _ _

Lithium and Divalproate sodium group

Impact of confounding variables on Lithium and
TABLE 2 _ _ _

Divalproate sodium patients

Time for any mood episode on patients with Lithium
TABLE 3 _ _

and Divalproate sodium

Comparision of severity of Manic episode between
TABLE 4 o _ _

Lithium and Divalproate sodium group

Comparision of severity of depressive episode
TABLE 5 o _ _

between Lithium and Divalproate sodium groups

To Evaluate for Suicidal risk between Lithium and
TABLE 6 _ _

Divalproate sodium group
TABLE 7 | Adherence to study treatment
TABLE 8 | Adverse effects of the treatment
TABLE 9 | Global Assessment Functioning

Comparison of new mood episode with varying serum
TABLE 10

lithium level

Comparison of new mood episode with varying
TABLE 11

dosage of divalproate sodium




LIST OF FIGURES

FIGURE 1 | Flowchart describing the methodology
FIGURE 2 | Time For Mania
FIGURE 3 | Time For Depression
Comparison of Frequency of Manic and Depressive
FIGURE 4

episode between two group




LIST OF APPENDIX

APPENDIX 1: INFORMED CONSENT

APPENDIX 2: INFORMED CONSENT (TAMIL VERSION)

APPENDIX 3: SOCIODEMOGRAPHIC DETAILS

APPENDIX 4: CONFOUNDING VARIABLES

APPENDIX 5: ADVERSE DRUG REACTION

APPENDIX 6: YMRS FOR MANIA

APPENDIX 7: HAM-D FOR DEPRESSION

APPENDIX 8: GLOBAL ASSESSMENT OF FUNCTIONING

(GAF)SCALE.

APPENDIX 9: SCID-MOOD DISORDER SUB-SCALE.

APPENDIX 10: MODIFIED SADPERSONS SCALE-TO ASSESS

SUICIDAL SCORE.



ABSTRACT

BACKGROUND:

Bipolar affective disorder patients, a major mental illness continues to be a
distressing disorder. Lithium carbonate and divalproate sodium remains FDA
approved. Studies on its long term outcome, adherence to medication, adverse effects

remains less.

OBJECTIVE:

e To evaluate the time for any mood episodes(mania/depression/mixed
episodes).

e To access the severity of the mood episodes.

e To evaluate for episodes of deliberate self harm.

e To compare the adherence between lithium and divalproate sodium group.

e To compare the adverse effect profile between the two groups.

e To access the functioning between the two study groups.

e To correlate the new onset manic /depressive episode with serum
lithium/dosage of divalproate sodium.

METHODOLOGY:

We recruited 52 patients each on lithium and Divalproate arm, who qualified
for inclusion & exclusion criteria. These patients were followed up for one year in

psychiatry OP (initial evaluation 3" later 6™ 9™ 12" month periodic evaluation).

Socio-demographic details, severity of mood disorders, adherence of

medications, adverse effects and functioning were accessed.



RESULTS:

The socio-demographic variables did not differ between the two groups. The
confounding variables (age of onset, number of episodes, previous hospitalisations,
polarity of previous episodes, use of psychotrophics) did not differ between the two

groups.

The duration of mood stabiliser was for a longer period in lithium group.

Patients on lithium, on prolonged follow up had less frequent & less severe

manic episode, less suicidal risk(trending towards significance).

CONCLUSION:

There was no difference in terms of frequency of depressive episode,
adherence, adverse effects and global functioning between the two groups. But
lithium group patients had lesser manic episodes, less severe episodes and low

suicidal risk , favouring Lithium to be a better mood stabilizer.



INTRODUCTION

BPAD is one of the most disabling mental illness affecting most
productive period of life at the age 15-45years.Lithium carbonate
Is a gold standard treatment for past five decades. It has a narrow
therapeutic index and significant adverse effects®.

Anticonvulsants  (divalproate  sodium, carbamazapine &
oxcarbazapine), proposed as an alternative, as more adverse effect
profile and there comparative efficacy with lithium is uncertain.*®
Lithium Carbonate being a gold standard mood stabilizer is a
superior agent to reduce the risk of relapse and to prevent suicidal
behaviours® " In view of its adverse effects tolerance becomes an

issue, which can interfere with adherence.*”

Anticonvulsants ,approved by FDA, has the next level of evidence
as a mood stabilizer but there long term safety and efficacy is

incomparision with Lithium remains uncertain."”

Lithium causes multiple skin reactions the most common are acne

and psoriasis.®

The prevalence of skin reaction with lithium ranges between 3-

34%.O



A study shows high chances of discontinuation of lithium is due to

adverse skin reactions.

Randomised controlled trails have shown superiority of

Divalproate sodium to placebo.®**

Divalproate sodium has been comparable with Lithium in Manic

episode.*?

FDA approved mood stabilisers for the treatment of bipolar
affective disorder are lithium, divalproate sodium, carbamazepine

and lamotrigine."?%

Mood stabiliser can also be used as monotherapy which was

approved by FDA.#2)

Mania with two or more episodes of depression showed a good

improvement with divalproate sodium than lithium.®**%

Lithium and divalproate sodium showed more effect than any other

mood stabiliser during acute mania phase and maintenance

o (@527)

phas

Olanzapine, risperidone, quetiapine are FDA approved atypical

antipsychotics for the acute phase of mania.*"*%?%



» Olanzapine is approved for maintenance monotherapy in bipolar

patients.

» Quetiapine is used for both bipolar depression and maintenance

therapy along with divalproate sodium and lithium.



REVIEW OF LITRATURE

According to BALANCE study both lithium monotherapy and
combination therapy with lithium and divalproate sodium are more
likely to prevent relapse than divalproate sodium monotherapy,
irrespective of baseline severity of illness and is maintained for

upto 2years™.

Bowden et al, in his randomized placebo controlled 12months trial
Lithium v/s Divalproate sodium, has shown no significant
difference between the two groups in terms of time to recurrence of

mood episode during maintenance therapy *° .

Compared to placebo, Divalproate sodium has lesser

discontinuation rate®®

Even though open labelled trails favours Divalproate sodium , in
reducing the frequency and intensity of further episodes, there are

less comparative study with Lithium in maintenance therapy.“**®

In a study by Martin Alda et al , Lithium was appreciated as a

standard of comparison for long term treatment of BPAD“"



» Majority of the guidelines insist to continue the same drug used in

acute treatment for maintenance therapy , unless side-effects

profile preclude its long-term usage (*453) .



RATIONALE:

» Long term outcomes are often poor in patients with bipolar
disorder despite treatment, more effective treatments are needed to

reduce recurrences and morbidity.

» Hence, we proposed a prospective, comparative study between
lithium and divalproate sodium in euthymic BPAD patients for a

period of atleast 1year during the maintenance phase.



AIM

» To compare mood stabilizing effect of lithium and divalproate

sodium in euthymic BPAD patients.

OBJECTIVE:

» To evaluate the time for any mood

episodes(mania/depression/mixed episodes).

» To access the severity of the mood episodes.

» To evaluate for episodes of deliberate self harm.

» To compare the adherence between lithium and divalproate sodium

group.

» To compare the adverse effect profile between the two groups.

» To access the functioning between the two study groups.

» To correlate the new onset manic /depressive episode with serum

lithium/dosage of divalproate sodium.



METHODOLOGY

Primary outcome:

To evaluate the time for any mood episodes(mania/depression/mixed

episodes).

Secondary outcome:

1. To access the severity of the mood episodes.

2. To evaluate for episodes of deliberate self harm.

3. Adherence to study treatment.

4. Adverse effects of medications.

5. Global assessment of functioning

6. Comparison of suicidal risk between lithium and divalproate

sodium patients.



INCLUSION CRITERIA

1. Men and women, age 18years and above who received clinical
diagnosis of BPAD (as per DSM criteria),oy a qualified

psychiatrist in PSG hospital in psychiatry OP.

2. Patients were initiated, continued or restarted on a single mood
stabilizer either on lithium or divalproate sodium by the consultant

psychiatrist (acute episode/maintenance treatment).

3. Patient who remains euthymic for next 2months period from the

Initiation, continuation/restarting of lithium or divalproate sodium.

4. Patients willing for written informed consent.



EXCLUSION CRITERIA

1. Patients who are already on more than one mood stabilizers during

index diagnosis by the consultant.

2. Presence of any uncontrolled systemic disorders.

3. Patient not willing for informed consent.

10



FLOWCHART 1: Describing the methodology

BPAD Patients initial
diagnosed by primary therapist

2 months

Euthymic BPAD Patients

52 patients on Lithium arm

52 patients on Divalproate

sodium arm
Initial evalution (semi structured Initial evalution (semistructured profroma
profroma SCID, modified SAD persons, SCID, modified SAD persons, GAF,
GAF, YMRS, HAM-D YMRS, HAM-D
Periodic evaluation (3%, 6", 9™ & 12" Periodic evaluation (3", 6", 9" & 12"
month — SCID, modified SAD persons month — SCID, modified SAD persons
GAF, ADR,lithium level,divalproex GAF, ADR lithium level,divalproex
dosage monitoring) dosage monitoring)
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After recruiting the patients as per our inclusion and exclusion
criteria, 52 patients who were on lithium therapy and 52 patients
who were on divalproate therapy(acute episode/maintenance
therapy),were prospectively followed up for lyear period in
psychiatry Out Patient Department at PSG institute of medical

science and research Coimbatore.

Patients were evaluated by the investigator, following 2months of

euthymic period(index evaluation).

During follow up patients were evaluated at 3 ,6",9" and 12"

month respectively(periodic evaluation).

No interventions are done in our study as it is an observational

study.

Patient who are missing on follow up are contacted through
telephone and requested to come for follow up and assessed, if

necessary.

During initial evaluation ,a semi-structured proforma (socio-
demographic details and other confounding variables) is
administered. Euthymic status of the patient is ensured by applying

a SCID version for mood disorder. Severity of suicidal ideas is

12



assessed by Modified SADPERSONS Scale. Global Assessment of

Functioning, was assessed using a GAF scale.

The dosage of the mood stabilizer could be altered by the primary
therapist based on serum concentration of the drug/adverse effects,

during lyear maintenance period.

Participants who remain on the allotted treatment for lyear of

study.

Use of other psychotropics are allowed during the study trial

(antipsychotics ,benzodiazepines).

During periodic evaluation the following are accessed:
1. Confounding variables.

2. SCID-mood disorder sub-scale.
3. YMRS.
4., HAM-D .

5. Modified SADPERSONS scale-to assess suicidal score.
6. Adverse drug reaction.

7. Global assessment of functioning (GAF)scale.

8. Serum lithium level

9. Dosage of divalproate sodium.

13



Category of Socio-demographic details:

1)

2)

3)

The age was categorized into three groups:
18-40years- early adulthood

40-60years- late adulthood

>60years- geriatric group.

Education level was categorized into four groups:
Illiterate

Upto 10" std

11" -12" std

Graduates.

Marital status was categorized into five groups:
Unmarried

Married Living together

Married and living separately

Married- legally divorced

Widow or widower.

Category of Confounding variables:

1)

Age of onset of illness was categorized into four groups:
Childhood<18years

18-40years-early adulthood

40-60years-Late adulthood

Geriatric >60years.

14



2)

3)

4)

5)

Number of previous episodes was categorized into four groups:
No episodes,
One episode,
Two episode,

>=3 episodes.

Previous hospitalizations was categorized into four groups:
No hospitalization,

One hospitalization,

Two hospitalizations,

>=3 hospitalisations.

Polarity of episodes was categorized into seven groups:
No episode,

1Depressive episode,

1 Manic episode,

Depression=Mania,

Depression>Mania,

Mania>Depression,

>=2 Manic episodes.

The psychotrophics given was categorized into five groups:
No drugs,

Typical antipsychotics,

15



Atypical antipsychotics,
Antidepressants,

Benzodiazepines.

Category of Mood stabilizers:

The duration of use of mood stabilizer was categorized into four groups:
<6months,

6months-1lyear,

lyear-2year,

>2years.

Rating Scales:

1) Young Mania Rating Scale(YMRS) was categorized into three
groups:
No mania
Mild to Moderate

Severe

2)  Hamilton depression rating scale (HAMD)was categorized into
three groups:
No depression
Moderate
Severe

16



3)

4)

5)

Suicidal Risk Scale(SADS) was categorized into three groups:
No risk
Moderate risk

Severe risk

Adverse Drug Effect(ADR) was categorized into three groups :
No drug reaction
Minimal drug reaction

More drug reaction

Global Assessment Functioning(GAF) was categorized from 0-3
based on scores:

Good (90-100)

Mild impairment (60-80)

Moderate impairment (50-60)

Severe impairment (<50)

17



6)

7)

8)

The Time for Mania was assessed in patients which was
categorized into five groups :

No episode,

<3months,

3months- 6months,

6months — 9months,

9months -12months.

The Time for Depression was assessed which was categorized into
five groups:

No episode,

<3 months,

3months-6months,

6months- 9months,

9months-12months.

The number of follow ups was assessed and was categorized into
five groups: No follow ups,

One follow up,

Two follow ups,

Three follow ups,

Four follow ups.
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SAMPLE SIZE:

According to the formula to estimate sample size
Sample size = (za+zB)**p*q*2
d2
Estimated sample size is 98 in each group.
Because of time constrain and availability of patient in our department.

We thought to have sample size of 52 in each group.
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RATING SCALES USED:

YMRS:

The Young Mania Rating Scale is commonest scale used in mania
for rating the patients condition over past 48hours.This has 11 items, each

item has scoring according to the severity of the symptoms.

Four items are scored from 0-8 and rest seven items are scored from O-

4(27.29)

HAM-D:

Hamilton depression rating scale is the commonest scale used in

depression patients to assess the severity of the illness ¢°”

This scale is administered in patients who have no underlying

organic cause.®®

Hamilton ©* Jreported the scale was not for the diagnostic
purpose but it was used to differentiate depression from other diagnosis
like other affective disorders, anxiety disorders and other mental illness

with varying in there sensitivity and specificity©®*3>
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Modified SADPERSONS scale-to see suicidal score:

SADS PERSONS Scale consist of major 10 factors to assess the risk in
adult suicide.
The scoring ranges from 0-14 which consist of age, gender and subjective

related assessment is done.( 3

Global assessment of functioning (GAF) scale:

The GAF is translated in many languages and used across the

world for the assessment of the functioning.'***¥

GAF does not reflect the diagnosis of the patient, but needs

information in many aspects which measures the overall functioning of

mental illness and psychological condition. >

It scores the degree of mental illness by rating the social,

psychological and occupational functioning. ¢
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STATISTICAL ANALYSIS

The Data entered in excel sheet was conducted using software

package used for statistical analysis (SPSS) version 20.

We compared the efficacy of lithium and divalproate sodium with
the following variable such as age, gender, marital status and education
status and were expressed in percentage and their association was
analysed using chi square test with statistical significance of P value

<=0.05.

The association of age of onset, number of previous episodes,
previous hospitalisation, polarity of previous episodes, psychotrophics
and duration of mood stabiliser with that of lithium and divalproate
sodium was done using chi-square that with statistical significant of P

value <=0.05.

Association of duration of illness ,association of time for any mood
episodes, time taken for manic episode, depressive episode ,association of
severity of manic episode and depressive episode ,association of suicidal
risk, adherence to study, association of adverse effects , association of
global assessment functioning between lithium and divalproate sodium
was done using chi-square test with statistical significance of P value

<0.05.
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We compared the new mood episode with varying serum lithium
levels, using chi-square test with statistical significant with P value

<=0.05.

We compared the new mood episode with varying divalproate
dosage, using chi-square test with statistical significant with P value

<=0.05.

We compared the frequency with mania and depression episode,

we depicted in bar diagram.
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RESULTS

Table 1:

Comparison of sociodemographic variable between Lithium and

Divalproate sodium group:

AGE:

Divalproate P

Lithium X
sodium value
Early . )
Adulthood | 31(99:6%) | 25(48.1%)
Late

9 0
Age | Adulthood | 18(34:6%) | 21(40.4%)

Geriatric 3(5.8%) 6(11.5%)

0.392

31 Patients on lithium had developed bipolar effective disorder in
early adulthood,18 patients in late adulthood and 3 patients in the

geriatric group.

25 patients on divalproate sodium had developed bipolar effective
disorder in early adulthood, 21 had developed in late adulthood and 6

developed in geriatric group.
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GENDER:

Lithium | Divalproate | o\, o

Sodium

Gender | Male | 32(61.5%) | 39(75.0%)
0.140

Female | 20(38.5%) | 13(25.0%)

32 patients on lithium were male and 20 were female.
39 patients on divalproate sodium were male and 13 were female.

EDUCATION STATUS:

Lithium D|valproate P value
sodium
Iliterate | 7(13.5%) | 14(26.9%)
th
Education Uptsct)dlo 27(51.9%) | 20(38.5%)

Status 0.101

11"M-12" | 5(9.6%) | 10(19.2%)

Graduate |13(25.0%) | 8(15.4%)

Of the patients on lithium, 7 were illiterate, 27 had education until
10" class, 5 until 12" class and 13 had graduated. In the group of patients
on divalproate sodium 14 were illiterate, 20 had studied upto 10" class,

10 upto 12" class and 8 had completed graduation.
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MARITAL STATUS:

o Divalproate | P
Lithium ]
sodium | value

Unmarried 15(28.8%) | 11(21.2%)

Married, living
_ 32(61.5%) | 26(50.0%)
Marital together

Status Married, living
3(5.8%) 7(13.5%) |0.169
separately
Married,
_ 1(1.9%) 4(7.7%)
divorced

Widow/widower | 1(1.9%) 4(7.7%)

Among patients on lithium 15 were unmarried, 32 were married
and living together, 3 were married and living separately, 1 had divorced
and 1 was a widow/widower. Among patients receiving divalproate
sodium 11 were unmarried, 26 were married and living together, 7 were
married and living separately, 4 were divorced and 4 were

widow/widower.

There was no significant difference between the two groups in
sociodemographic  variables like  age(P=0.392),Gender(P=0.140),

Educational qualification(P=0.101) and Marital Status(P=0.169).
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TABLE 2:

Impact of confounding variables on Lithium and Divalproate sodium

AGE OF ONSET:
o Divalproate P
Lithium )
sodium value
Early 19(36.5%) 9(17.3%)
. 0 . 0
Age ol | - qulthood
Onset 0.085
Late
27(51.9%) | 36(69.2%)
adulthood
Geriatric | 6(11.5%) 7(13.5%)

The onset of bipolar disorder among patients on lithium was in
early adulthood for 19 patients, late adulthood for 27 and old age for 6.
The onset of bipolar disorder among those receiving divalproate sodium
was in early adulthood for 9 patients, late adulthood for 36 and old age

for 7.
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NUMBER OF EPISODES:

Number
of
Episodes

Lithium Divalproate P
Sodium Value
lepisode 0(0.0%) 3(5.8%)
2episode | 18(34.6%) | 13(25.0%) | 0.145
>=3episodes | 34(65.4%) | 36(69.2%)

Among the patients on lithium 18 patients had 2 episodes and 34

patients had 3 or more episodes. Among the patients on divalproate

sodium 3 had 1 episode, 13 had 2 episodes and 36 had 3 or more

episodes.
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PREVIOUS HOSPITALISATIONS:

Previous
Hospitalisation

Divalproate P
Lithium g
sodium value
No hospitalisation | 7(13.5%) | 6(11.5%)
lhospitalisation | 9(17.3%) 5(9.6%)
2hospitalisation | 15(28.8%) | 19(36.5%) 0594
>=3hospitalisation | 20(38.5%) | 22(42.3%)

Of the patients receiving lithium, 7 had never been hospitalised for

the disorder, 9 had been hospitalised once, 15 had been hospitalised twice

and 20 were hospitalised thrice or more for bipolar disorder. Of the

patients receiving divalproate sodium, 6 had never been hospitalised for

the disorder, 5 had been hospitalised once, 19 had been hospitalised twice

and 22 were hospitalised thrice or

more for

bipolar disorder.
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POLARITY OF PREVIOUS EPISODES:

Polarity
of
previous

episodes

o Divalproate P
Lithium ]
sodium value
ldepressive
_ 1(1.9%) 0(0.0%)
episode
1manic episode 4(7.7%) 6(11.5%)
Depression=mania | 18(34.6%) | 14(26.9%)
Depression>mania | 11(21.2%) | 7(13.5%)
Mania>depression | 12(23.1%) | 12(23.1%) 0373

>=2 mania

episodes

6(11.5%)

13(25.0%)

Of the patients on lithium, 1 patient had one depressive episode, 4

had one manic episode, 6 had two or more manic episodes, 18 had

depression equal to mania, 11 had predominantly depressive episodes and

12 had predominantly manic episodes. Of the patients on divalproate

sodium, 6 had one manic episode, 13 had two or more manic episodes, 14

had depression equal to mania, 7 had predominantly depressive episodes

and 12 had predominantly manic episodes.

30



PSYCHOTROPHICS:

o Divalproate P
Lithium ]
sodium value
No drugs 23(44.5%) | 13(25.0%)
Typical
_ _ 7(13.5%) | 15(28.8%)
antipsychotics
Atypical
_ _ _ 19(36.5%) | 21(40.4%)
Psychotrophics | antipsychotics 0.982
Antidepressants | 2(3.8%) 2(3.8%)
Benzodiazepines | 1(1.9%) 1(1.9%)

Of the patients on lithium, 23 had not taken any drug before, 7 had

taken typical antipsychotics, 19 had taken atypical antipsychotics, 2 had

taken antidepressants and 1 had taken benzodiazepines before. Of the

patients on divalproate sodium, 13 had not taken any drug before, 15had

taken typical antipsychotics, 21 had taken atypical antipsychotics, 2 had

taken antidepressants and 1 had taken benzodiazepines before.
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DURATION OF MOOD STABILIZER:

Duration of
Mood

Stabilizer

o Divalproate
Lithium _ P value
Sodium

<6months 1(1.9%) 0(.0%)
6months-

7(13.5%) 1(1.9%)
lyear
1-2year 5(9.6%) 20(38.5%) 0.001
>2years 39(75.0%) | 31(59.6%) '

Among the patients receiving lithium, 1 had taken mood stabilisers

for less than 6 months,7 had taken for 6-12 months, 5 had taken for 1-2

years and 39 had taken for more than 2 years. Among the patients

receiving divalproate sodium, 1 had taken mood stabilisers for 6-12

months, 20 had taken for 1-2 years and 31 had taken for more than 2

years.

There is no statistical significance among the confounding

variables like Age of onset (P=0.085), Number of episodes (P=0.145),

Previous hospitalisations (P=0.594), polarity of episodes (P=0.373),

Psychotrophics (P=0.982) Between the two groups.

The Duration of illness (P=0.001) was the only confounding

variable which was significant between the two groups.
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TABLE NO:3

Time for any mood episode on patients with Lithium and Divalproate

sodium:

3.1TIME FOR MANIA:

TIME FOR MANIA

Groups No <3months S 6- 9-12 P
episode 6months | 9months | months | Value
Lithium 39 > 4 4 0
(75.0%) (9.6%) (7.7%) (7.7%) (.0%) |P=0.3
Divalproate 40 2 3 3 4 39
Sodium (76.9%) (3.8%) (5.8%) (5.8%) (7.7%)
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FIGURE NO: 2

TIME FOR MANIA
3940

ELITHIUM
5 0 ®DIVALPROATE SODIUM

In the lithium group, 39 patients had no episodes of mania, 5
developed mania in less than 3 months, 4 developed mania between 3 to 6
months and 4 developed between 6 to 9 months. In the divalproate
sodium group, 40 patients had no episodes of mania, 2 developed mania
in less than 3 months, 3 developed mania between 3 to 6 months, 3
developed between 6 to 9 months and 4 developed between 9 to 12

months.

The time taken for manic episode was not statistically significant

between Lithium and Divalproate sodium group(P=0.339).
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3.2 TIME FOR DEPRESSION:

TIME FOR DEPRESSION

P
Groups No 3- 6- 9months-
episodes <3months 6months | 9months lyear VALUE
Lithium 45 0 2 2 3
(86.5%) (.0%) (3.8%) (3.8%) (5.8%) 0.240
Divalproate 46 1 3 0 2 '
sodium (88.5%) (1.9%) (5.8%) (.0%) (3.8%)
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FIGURE NO:3
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In the lithium group, 45 patients had no episodes of depression, 2
developed depression between 3 to 6 months, 2 developed between 6 to 9
months and 3 developed between 9 to 12 months. In the divalproate
sodium group, 46 patients had no episodes of depression, 1 developed
depression in less than 3 months, 3 developed depression between 3 to 6

months and 2 developed between 9 to 12 months.

The time taken for depressive episode was also not statistically

significant between Lithium and Divalproate sodium group (P=0.24).
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TABLE NO 4:

Comparision of severity of Manic episode between Lithium and

Divalproate sodium group:

YOUNG MANIA RATING SCALE-FOLLOW UP -1:

YOUNG MANIA RATING P value
SCALE-FOLLOW UP -1
Groups Mild to
No
Mani Modera | Severe
ania
te
. 47 1 4
Lithium (90.4%) (1.9%) (7.7%) 0.388
el s |1
(96.2%) (1.9%) (1.9%)

Among patients on lithium, 47 had no mania, 1 had mild to
moderate mania and 4 had severe mania according to Young Mania
Rating Scale, on the first follow up. Among patients on divalproate
sodium, 50 had no mania, 1 had mild to moderate mania and 1 had severe

mania.
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YOUNG MANIA RATING SCALE-FOLLOW UP -2:

YOUNG MANIA RATING P value
SCALE-FOLLOW UP -2
Groups
: Mild to
No Mania Moderate Severe
Lithium 48 0 4
(92.3%) (.0%) (7.7%)
Divalproate 49 0 3
i 0,
sodium (94.2%) (.0%) (5.8%) 0.696

Among patients on lithium, 48 had no mania and 4 had severe

mania according to Young Mania Rating Scale, on the second follow up.

Among patients on divalproate sodium, 49 had no mania and 3 had severe

mania.
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YOUNG MANIA

RATING SCALE-FOLLOW UP -3:

YOUNG MANIA RATING P value
SCALE-FOLLOW UP -3
Groups
No Mild to Severe
Mania Moderate
i 48 2 2
Lithium (92.3%) (3.8%) (3.8%) 0.331
Divalproate 49 0 3
sodium (94.2%) (.0%) (5.8%)

Among patients on lithium, 48 had no mania, 2 had mild to

moderate mania and 2 had severe mania according to Young Mania
Rating Scale, on the third follow up. Among patients on divalproate

sodium, 49 had no mania and 3 had severe mania.
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YOUNG MANIA RATING SCALE-FOLLOW UP -4:

YOUNG MANIA RATING P
SCALE-FOLLOW UP -4 value
Groups
No Mild to Severe
Mania Moderate
Lithium 52 0 0
(100.0%) (.0%) (.0%)
Divalproate 48 0 4 0.041
sodium (92.3%) (.0%) (7.7%) '

Among patients on lithium, 52 had no mania according to Young
Mania Rating Scale, on the fourth follow up. Among patients on

divalproate sodium, 48 had no mania and 4 had severe mania.

Patients who are taking Divalproate sodium had more severe
Manic episode at the end of 1 year (4patients v/s none — P=0.041) ,but

was not significant during initial three follow ups (P=0.388,0.696,0.331).
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TABLE NO 5:

Comparision of severity of depressive episode between Lithium

and Divalproate sodium group:

HAMILTON DEPRESSION RATING SCALE — FOLLOW UP-1:

HAMILTON DEPRESSION RATING
Groups SCALE - FOLLOW UP-1 P Value
No Mild - Severe
depression | Moderate
0
I 52 0
Lithium (.0%)
(100.0%) (.0%) 0.315
Divalproate 51 1 0
sodium (98.1%) (1.9%) (.0%)

Among patients on lithium,52 had no depression according to

Hamilton Depression Rating Scale, on the first follow up. Among patients

on divalproate sodium, 51 had no depression and 1 had mild to moderate

depression.
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HAMILTON DEPRESSION RATING SCALE — FOLLOW UP- 2:

HAMILTON DEPRESSION RATING
SCALE - FOLLOW UP-2 P
Groups i
No Mild - Value
_ Severe
depression Moderate
50 1 1
Lithium (96.2%) (1.9%) (1.9%)
. 0 . 0 . 0
0.842
Divalproate 49 1 2
sodium (94.2%) (1.9%) (3.8%)

Among patients on lithium, 50 had no depression, 1 had mild to

moderate depression and 1 had severe depression according to Hamilton
Depression Rating Scale, on the second follow up. Among patients on
divalproate sodium, 49 had no depression, 1 had mild to moderate

depression and 2 had severe depression.
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HAMILTON DEPRESSION RATING SCALE — FOLLOW UP- 3:

HAMILTON DEPRESSION RATING
SCALE - FOLLOW UP-3
P Value
Groups No Mild -
) Severe
depression | Moderate
50 0 2
Lithium (96.2%) (.0%) (3.8%)
.£7/0 .UY70 .070
_ 0.153
Divalproate 52 0 0
sodium (100.0%) (.0%) (.0%)

Among patients on lithium, 50 had no depression and 2 had severe

depression according to Hamilton Depression Rating Scale, on the third

follow up. Among patients on divalproate sodium, 52 had no depression.
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HAMILTON DEPRESSION RATING SCALE — FOLLOW UP-4:

HAMILTON DEPRESSION
RATING SCALE - FOLLOW UP- 4 P Value
Groups No Mild - Severe
depression | Moderate
Lithium 49 0 S
(94.2%) (.0%) (5.8%) 0.366
Divalproat 50 1 1 '
e sodium (96.2%) (1.9%) (1.9%)

Among patients on lithium, 49 had no depression and 3 had severe
depression according to Hamilton Depression Rating Scale, on the fourth

follow up.

Among patients on divalproate sodium, 50 had no depression, 1

had mild to moderate depression and had severe depression.

There was no difference in the severity of depressive episode
during all four follow ups upto one year between Lithium and

Divalproate sodium patients.
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TABLE NO:6

To Evaluate for Suicidal risk between Lithium and Divalproate

sodium qroup:

SUICIDAL RISK SCALE BASELINE:

SUICIDAL RISK SCALE BASELINE
Groups No risk Mod_erate Se\_/ere P Value
risk risk
Lithium 37 15 0
(71.2%) (28.8%) (.0%)
Divalproate 35 17 0 0671
sodium (67.3%) (32.7%) (.0%) '

Among patients on lithium, 37 had no suicidal risk, 15 had

moderate risk according to suicidal risk scale. Among patients on
divalproate sodium, 35 had no suicidal risk, 17 had moderate risk and 3

had severe risk.
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SUICIDAL RISK SCALE FOLLOW UP-1:

SUICIDAL RISK SCALE FOLLOW UP:1
Groups No risk Moo_lerate Se\_/ere P Value
risk risk
Lithium 35 14 3
(67.3%) (26.9%) (5.8%)
Divalproate 34 18 0 0.173
sodium (65.4%) (34.6%) (.0%) '

Among patients on lithium, 35 had no suicidal risk, 14 had
moderate risk and 3 had severe risk according to suicidal risk scale, on
the first follow up. Among patients on divalproate sodium, 34 had no

suicidal risk, 18 had moderate risk .
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SUICIDAL RISK SCALE FOLLOW UP-2:

SUICIDAL RISK SCALE FOLLOW UP:2
Groups No risk Moc_lerate Seyere P Value
risk risk
- 39 9 4
Lithium (673%) | (69%) | (7.7%) | oo,
Divalproate 34 15 3 '
sodium (65.4%) (28.8%) (5.8%)

Among patients on lithium, 39 had no suicidal risk, 9 had
moderate risk and 4 had severe risk according to suicidal risk scale, on
the second follow up. Among patients on divalproate sodium, 34 had no

suicidal risk, 15 had moderate risk.
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SUICIDAL RISK SCALE FOLLOW UP-3:

SUICIDAL RISK SCALE FOLLOW UP:3
_ Moderate Severe
Groups No risk _ ) P Value
risk risk
42 8 2
Lithium
(80.8%) (15.4%) (3.8%)
Divalproate 40 9 3
_ 0.857
sodium (76.9%) (17.3%) (5.8%)

Among patients on lithium, 42 had no suicidal risk, 8 had

moderate risk and 2 had severe risk according to suicidal risk scale, on
the third follow up. Among patients on divalproate sodium, 40 had no

suicidal risk, 9 had moderate risk and 3 had severe risk.
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SUICIDAL RISK SCALE FOLLOW UP-4:

SUICIDAL RISK SCALE FOLLOW UP:4
_ Moderate _
Groups No risk ) Severe risk | P Value
risk
47 3 2
Hithium (90.4%) (5.8%) (3.8%)
470 .070 .070
0.073
Divalproate 38 9 3)
sodium (73.1%) (17.3%) (9.6%)

Among patients on lithium, 47 had no suicidal risk, 3 had moderate

risk and 2 had severe risk according to suicidal risk scale, on the fourth

follow up. Among patients on divalproate sodium, 38 had no suicidal

risk, 9 had moderate risk and 5 had severe risk.

The severity of suicidal scale was not significant during initial and

all four follow-ups,but was trending towards significance during the 12"

month follow up(P=0.671,0.173,0.371,0.857,0.073).
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TABLE NO:7

Adherence to study treatment:

NUMBER OF FOLLOW UPS
No 1 P
Groups
P follow | follow 2follow | 3follow | 4follow value
up up up
ups up
Lithium 4 S 8 10 25
(7.7%) | (9.6%) | (15.4%) | (19.2%) | (48.1%) 0.938
Divalproate 5 4 8 13 22 '
sodium (9.6%) | (7.7%) | (15.4%) | (25.0%) | (42.3%)

Among 52 Lithium group patients,25 patients (48.1%) had

completed all four follow ups as compared to 22 divalproate sodium goup

patients (42.3%).

But the above findings were not statistically significant(P=0.938).

50




TABLE NO:8

Adverse effects of the treatment:

ADVERSE DRUG REACTION BASEL INE:

ADVERSE DRUG REACTION BASELINE
o More
Groups Nodrug | Minimal _
_ _ reactio | P Value
reaction reaction
n
o 28 24 0
Hithium (53.8%) (46.2%) (.0%)
.070 .£L7/0 .U70
_ 0.303
Divalproa 24 26 2
te sodium | (46.2%) (50.0%) (3.8%)

Among patients on lithium, 28 had no adverse drug reaction and 24
had mild <3 reactions at baseline. Among patients on divalproate sodium,

24 had no reactions, 26 had <3 reactions and 2 had >=3 reactions.
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ADVERSE DRUG REACTION FOLLOW UP-1:

ADVERSE DRUG REACTION FOLLOW UP-1

No drug | Minimal More
Groups _ ) ) P Value
reaction | reaction | reaction
o 23 29 0
Hithium (44.2%) (55.8%) (.0%)
.£70 .070 U770
0.057
Divalproate 24 23 5
sodium (46.2%) (44.2%) (9.6%)

Among patients on lithium, 23 had no adverse drug reaction and 29
had <3 reactions on first follow up. Among patients on divalproate
sodium, 24 had no reactions, 23 had <3 reactions and 5 had >=3

reactions.
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ADVERSE DRUG REACTION FOLLOW UP-2:

ADVERSE DRUG REACTION FOLLOW UP-2

Minim
No drug al More
Groups ) ) _ P Value
reaction | reactio | reaction
n
27 25 0
Hithium (51.9%) | (48.1%) (.0%)
.J70 .170 .U70
0.361
Divalproa 26 24 2
te sodium | (50.0%) | (46.2%) (3.8%)

Among patients on lithium, 27 had no adverse drug reaction and 25

had <3 reactions on second follow up. Among patients on divalproate

sodium, 26 had no reactions, 24 had <3 reactions and 2 had >=3

reactions.
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ADVERSE DRUG REACTION FOLLOW UP-3:

ADVERSE DRUG REACTION FOLLOW UP-3
No drug | Minimal More
Groups _ _ ) P Value
reaction reaction | reaction
o 30 22 0
Hithium (57.7%) (42.3%) (.0%)
.70 070 U770
0.312
Divalproate 35 16 1
sodium (67.3%) (30.8%) (1.9%)

Among patients on lithium, 30 had no adverse drug reaction and 22
had <3 reactions on third follow up. Among patients on divalproate

sodium, 35 had no reactions, 16 had <3 reactions and 1 had >=3

reactions.
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ADVERSE DRUG REACTION FOLLOW UP-4:

ADVERSE DRUG REACTION FOLLOW UP-4
No drug Minimal More
Groups _ _ ) P Value
reaction reaction | reaction
o 42 10 0
Hithium (80.8%) (19.2%) (.0%)
.070 .£7/0 U770
0.340
Divalproate 39 11 2
sodium (75.0%) (21.2%) (3.8%)

Among patients on lithium, 42 had no adverse drug reaction and 10
had <3 reactions on fourth follow up. Among patients on divalproate
sodium, 39 had no reactions, 11 had <3 reactions and 2 had >=3

reactions.

The adverse drug effect (catagorised as nausea, diarrhea,
tremors,weight gain, sedation, polydipsia, polyuria, tachycardia, alopecia,
any major skin lesions , hypothyroid symptoms, signs of renal
dysfunction) profile was the same between Lithium and Divalproate
sodium group during all four visits except during initial follow
up(3months) in which Lithium group was better than Divalproate sodium
group (five patients on Divalproate sodium group had >=3 adverse drug

reaction compared to none in the Lithium group).
The above result was not statistically significant.
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TABLE NO:9

Global Assessment Functioning :

GLOBAL ASSESSMENT FUNCTIONING - BASELINE:

Global Assessment Functioning — Vglu
BASELINE o
Groups Mild Moderate
. . : . Severe
Good | 'MPalrmen | impairmen Impairmen
tin tin i
functioning | functioning
Lithium 51 1 0 0 0.315
(98.1%) (1.9%) (.0%) (.0%)
. 52
D|val_proat (100.0% (3) (()) (3)
e sodium ) (.0%) (.0%) (.0%)

Global assessment functioning among patients on lithium was good

in 51 and mildly impaired in 1 at baseline. Among patients on divalproate

sodium, all 52 patients had good functioning.

56




GLOBAL ASSESSMENT FUNCTIONING FOLLOW UP-1:

P
Global assessment functioning follow up-1 Valu
e
Mild Moderate
Impairme | impairme Severe
Groups Good ntin ntin impairme
functionin | functionin nt
g g
Lithium 40 2 3 1
(88.5%
(3.8%) (5.8%) (1.9%)
4)9 0.553
Divalproat (94.2% 2 1 0
e sodium ) (3.8%) (1.9%) (.0%)

Global assessment functioning among patients on lithium was good

in 46, mildly impaired in 2, moderately impaired in 3 and severely

impaired in 1 patient, on first follow up. Among patients on divalproate

sodium, 49 had good functioning, 2 had mild impairment and 1 had

moderate impairment.
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GLOBAL ASSESSMENT FUNCTIONING FOLLOW UP-2:

Global assessment functioning follow up-2 v P
alue
Mild Moderate
Groups Good impa_irment impa_irment _ Se\_/ere
in in impairment
functioning | functioning
Lithium 46 L 3 2
(88.5%) (1.9%) (5.8%) (3.8%)
Divalproate 46 2 2 2 0.912
sodium (88.5%) (3.8%) (3.8%) (3.8%)

Global assessment functioning among patients on lithium was good

in 46, mildly impaired in 1, moderately impaired in 3 and severely

impaired in 2 patients, on second follow up. Among patients on

divalproate sodium, 46 had good functioning, 2 had mild impairment, 2

had moderate impairment and 2 had severe impairment.
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GLOBAL ASSESSMENT FUNCTIONING FOLLOW UP-3:

Global assessment functioning follow up-3 v P
alue
Mild Moderate
Groups Good impa_irment impa_irment _ Se\_/ere
in in impairment
functioning | functioning
Lithium 46 2 3 1
(88.5%) (3.8%) (5.8%) (1.9%)
Divalproate 49 0 1 2 0.330
sodium (94.2%) (.0%) (1.9%) (3.8%)

Global assessment functioning among patients on lithium was good

in 46, mildly impaired in 2, moderately impaired in 3 and severely

impaired in 1 patients, on third follow up. Among patients on divalproate

sodium, 49 had good functioning, 1 had moderate impairment and 2 had

severe impairment.
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GLOBAL ASSESSMENT FUNCTIONING FOLLOW UP-4:

Global assessment functioning follow up-4 P value
Mild Moderate
Groups Good impairment impairment _ Se\_/ere
in in impairment
functioning | functioning
Lithium 49 0 3 0 0.117
(94.2%) (.0%) (5.8%) (.0%)
Divalproate 46 0 2 4
sodium (88.5%) (.0%) (3.8%) (7.7%)

Global assessment functioning among patients on lithium was good

in 49 and moderately impaired in 3patients on fourth follow up. Among

patients on divalproate sodium, 46 had good functioning, 2 had moderate

impairment and 4 had severe impairment.

During the initial follow ups Lithium group patients had more

functional impairment than Divalproate sodium group patients(initial and

3" follow up).

During 6™ month follow up two patients in each group had severe

impairment.During 9" month and lyear follow up,Divalproate sodium

group had more severe functional impairment than Lithium group(1 v/s 2

),(0 v/s 4) but was not statistically significant.
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TABLE NO:10

Comparision of new mood episode with varying serum lithium level:

Serum lithium New onset New onset
level mania depression
<0.8 6 4
0.8-1.2 5 3
>1.2 2 1

We also calculated the patients who developed a new

manic/depressive episode with varying serum lithium level.

Six out of thirteen new episode manic patients had a lower serum
lithium level likewise majority of new onset depression episode patient

(four out of eight), had a lower serum lithium level.
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TABLE NO:11

Comparision of new mood episode with varying dosage of

divalproate sodium:

Dosage of divalproate cl)\rlfs\évt New onset
sodium . depression
mania
<lgm 1 1
1gm-1.5gm 8 5
>1.5gm 3 0

Among the divalproate sodium group patients, only three out of
thirteen patients who were on adequate dose (more than 1.5gm), has new

onset mania (nine out of twelve patients were on inadequate dose).

None of the divalproate sodium group patients had new onset
mania who are on adequate dose (all six patients who had new onset

depression were on subtherapeutic dose).
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FIGURE NO:4

Comparision of Frequency of Manic and Depressive episode

between two groups:

13
14 12
12
8

10

g 6

= MANIA

6 = DEPRESSION

4

2

0

LITHIUM DIVALPROATE
SODIUM

Among Lithium group patients 13had Manic episode and 8 had
Depressive episode. Among Divalproate sodium group patients 12 had
Manic episode and 6 had Depressive episode.

In both the groups Manic episode was more common than

Depressive episode.
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DISCUSSION

We did a prospective study , comparing the mood stabilising effect
of lithium and divalporate sodium in euthymic bipolar patients. Our
study was an one year periodic prospective study done in psychiatry

department at a teritiary hospital.

When we compared the sociodemographic variables (age, gender,
educational status ,marital status)there was no statistical significance

between the two groups.

We also considered the confounding variables namely (age of
onset, number of previous episodes, previous hospitalisation, polarity of
previous episodes and use of psychotrophics) ,which was also not

significant between the two groups.

But the duration of mood stabiliser,(lithium group patients had
more duration of treatment than divalproate sodium group patients),was

statistically significant between the two groups.

The serum lithium level was less than adequate in majority of new

onset manic/depressive episode patients.
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Majority of the patients who developed new onset
manic/depressive episode were on subtherapeutic dose of divalproate

sodium.

PRIMARY OUTCOME:

Comparision of Frequency of Manic and Depressive episode

between two groups:

In both lithium and divalproate sodium groups, similar number of

patients had manic episode(13 v/s 12) and depressive (8 v/s 6).

The predominant mood episode was mania in both the groups. The
above finding could also be because the polarity of previous

episode in both the groups was predominantly mania.

B) Time for manic episode on patients with lithium and

divalproate sodium:

Bipolar patients on lithium therapy had more manic episodes until
first 9months of follow up but during the 1% year follow up,

divalproate sodium had more manic episodes.

The above finding emphasises lithium to be a better long term

mood stabiliser than divalproate sodium.
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C) Time for depressive episode on patients with lithium and

divalproate sodium:

There was no statistical difference between the lithium and
divalproate sodium group, although lithium patient had more

depressive episode than divalproate sodium patients.

SECONDARY OUTCOME:

A) The severity of mood episode in lithium and divalproate

roups:

The patient who were on divalproate arm, had more severe manic
episode, as the duration of follow up increased. This again
emphasises lithium ,being a better antimanic agent ever during

long term follow up.

The severity of depressive episodes did not differ between both the

groups.

B) Comparision of suicidal risk between lithium and divalproate

sodium patients:

Bipolar patients who were on lithium had lower suicidal risk than
divalproate patients, especially on prolonged duration of

treatment(during 1% year follow up trending towards significance).
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C)

D)

E)

Hence we believe if lithium group patients were had followed up

for longer duration would had less new onset depressive episodes.

Adherence to study treatment:

Both lithium and divalproate sodium group patients had almost

equal follow ups and hence were equally adherent to treatment.

Two patients on lithium were changed to divalproate sodium as

they had severe skin reaction which affected the study adherence.

Adverse effects of medication:

Adverse effect profile did not differ during initial and periodic

assessment between the two groups .

Bipolar patients on divalproate sodium had more adverse effects

during initial follow ups, which was not seen during further follow

up.

Global assessment of functioning:

The global functioning was better in lithium group , but was not

statistically significant.
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LIMITATIONS

. Sample size was small and hence the results cannot be generalised.

. Telephonic assessments for patients who missed follow ups, cannot

be as reliable as face to face interview.

. Our sample was convenient sample, a computer generated

sampling would have been better.

. Use of other psychotrophics (antipsychotics, benzodiazepines)
were allowed. We know medication like olanzapine, risperidone

and quetiapine can have a mood stabilising effect. ‘"%

. Among lithium group patients, only two patients were changed to
divalproate sodium in view of cutaneous side effects, which could

have affected the adherence between the two groups.

. We followed the patient, only upto lyear , which is a short

duration considering the chronicity of mood disorder.

. In our study, bipolar patients on lithium were better than
divalproate sodium in preventing the manic episode which needs a

longer follow up study.

. Adherence of both the group patients were equated to the number

of follow ups. Instead pill count could have been a better marker.
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9. The categorisation of the dosage of divalproate sodium was

arbitrary.

10.The severity of adverse drug effects were assessed only based on
number of adverse effects than categorizing into simple and serious

adverse effects.
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CONCLUSION

1) The frequency of manic episode was better in lithium group of

patients as the duration of lithium therapy increased.

2) The frequency of depressive episode was similar between the

lithium and divalproate sodium groups.

3) The severity of manic episode was lesser in lithium group of

patients, when treated for a longer duration.

4) Suicidal risk was lesser in lithium group patients.

5) In terms of adherence , adverse effects profile and global

functioning both the groups did not differ.

6) Lithium continues to be a gold standard inspite of seven decades of

dominance as a mood stabilizer agent.

7) Our study emphasis the need to treat the bipolar patients with

adequate dosage.

70



REFRENCES

. Murray CJL, Lopez AD. Global mortality, disability, and the
contribution of risk factors: Global Burden of Disease Study.

Lancet 1997; 349: 1436-42.

. American Psychiatric Association. Practice guideline for the
treatment of patients with  bipolar disorder (revision).Am J

Psychiatry 2002; 159 (4 suppl): 1-50.

. Goodwin GM. Evidence-based guidelines for treating bipolar
disorder: revised second edition—recommendations from the
British Association for Psychopharmacology. J

Psychopharmacol2009; 23: 346-88.

. National Institute for Health and Clinical Excellence. Bipolar
disorder: the management of bipolar disorder in adults, children
and adolescents, in primary and secondary care.

http://guidance.nice.org.uk/CG38 (accessed Nov 19, 2009).

. Geddes JR, Burgess S, Hawton K, Jamison K, Goodwin GM.
Longterm lithium therapy for bipolar disorder: systematic review
and meta-analysis of randomized controlled trials. Am J

Psychiatry 2004; 161: 217-22.

71



6. Cipriani A, Pretty H, Hawton K, Geddes JR. Lithium in the
prevention of suicidal behaviour and all-cause mortality in
patients with mood disorders: a systematic  review  of

randomised trials.Am J Psychiatry 2005; 162: 1805-19.

7. Soares-Weiser K, Bravo Vergel Y, Beynon S, et al. A systematic
review and economic model of the clinical effectiveness and
cost effectiveness of interventions for preventing relapse in
people withectiveness of interventions for preventing relapse in
people with bipolar disorder. Health Technol Assess 2007; 11: 1-

226.

8. Coryell W,Winokur G,SolomonD,sheaT,leonA kellerM.lithium
and recurrence in long term follow up of bipolar affective

disorder.psychol med.1997;27:281-289.

9. Chan HH, Wing Y, and Su R. et al. A control study of the
cutaneous side effects of chronic lithium therapy. J Affect Disord.

2000 57:107-113.

10.Bowden CL, Brugger AM, Swann AC, Calabrese JR, Janicak PG,
Petty F, Dil-saver SC, Davis JM, Rush AJ, Small JG, Garza-

Trevino ES, Risch SC, GoodnickPJ, Morris DD, for the

72



Depakoke Mania Study Group. Efficacy of divalproex vs lithium

and lacebo in the treatment of mania. JAMA. 1994:271:918-924.

11.Pope HG Jr, McElroy SL, Keck PE Jr, Hudson JI. Valproate in
the treatment o acute mania: a placebo-controlled study. Arch

Gen Psychiatry. 1991;48:62-68.

12.John R Geddes (chief investigator), Guy M Goodwin,Jennifer
Rendell  (trial manager), Jean-Michel Azorin  (chief
investigator,France), Andrea Cipriani (chief investigator, Verona,
Italy), and et.al , Lithium plus valproate combination therapy
versus monotherapy for relapse prevention in bipolar |
disorder(BALANCE): a randomised open-label trial Lancet 2010

: 375:385-395.

13.A  Randomized, Placebo-Controlled 12-Month Trial of
Divalproex and Lithium in Treatment of Outpatients With
Bipolar | Disorder Charles L. Bowden, MD; Joseph R. Calabrese,
MD; Susan L. McElroy, MD; Laszlo Gyulai, MD; Adel Wassef,
MD; Frederick Petty, MD, PhD; Harrison G. Pope, Jr, MD;
James C.-Y. Chou, MD; Paul E. Keck, Jr, MD;Linda J. Rhodes,

MD; Alan C. Swann, MD; Robert MA. Hirschfeld, MD; Patricia

73



J. Wozniak, PhD;for Divalproex Maintenance Study Group Arch

Gen Psychiatry. 2000;57:481-489.

14.Lambert PA, Venaud G. Comparative study of valpromide versus
lithium in the treatment of affective disorders. Nervure.

1992;5:57

15.Calabrese JR, Delucchi GA. Spectrum of efficacy of valproate in
55 patients with rapid-cycling bipolar disorder. AM J Psychiatry,

1990;147:431-434

16.McElroy SL, Keck PE Jr. Pope HG Jr. Sodium Valproate :its use
in primary psychiatric disorders. J.clin Psychopharmacol.

1987;7;16-24.

17.Bowden CL, Ketter TA, Sachs GS, Thase ME. Focus on bipolar

disorder treatment. J. Clin. Psychiatry.2005b;66:1598-1609.

18.FDA FDA approved drug products. 2009.

19.Fountoulakis KN, Grunze H, Panagiotidis P, Kaprinis G.
Treatment of Dbipolar depression: an update.]J Affect

Disord. 2008;109:21-34.

74



20.Ketter TA, Wang PW, Nowakowska C, editors. Treatment of
acute mania in bipolar disorder. American Psychiatric Publishing;

Washington, DC: 2005.

21.Bowden CL. Acute and maintenance treatment with mood

stabilizers. Int J Neuropsychopharmacol.2003;6:269-75.

22.Bowden CL. Predictors of response to divalproex and lithium. J

Clin Psychiatry. 1995;56(Suppl 3):25-30.

23.Swann AC, Bowden CL, Morris D, Calabrese JR, Petty F, Small
J, Dilsaver SC, Davis JM. Depression during mania. Treatment
response to lithium or divalproex. Arch Gen

Psychiatry. 1997;54:37-42.

24 .Kleindienst N, Greil W. Differential efficacy of lithium and
carbamazepine in the prophylaxis of bipolar disorder: results of

the MAP study. Neuropsychobiology . 2000;42(Suppl 1):2-10.

25.Lerer B, Moore N, Meyendorff E, Cho SR, Gershon S.
Carbamazepine versus lithium in mania: a double-blind

study. JClin Psychiatry. 1987;48:89-93.

26.Vasudev K, Goswami U, Kohli K. Carbamazepine and valproate

monotherapy: feasibility, relative safety and efficacy, and

75



therapeutic drug monitoring in manic

disorder. Psychopharmacology (Berl) 2000;150:15-23.

27.Young RC, Biggs JT, Ziegler VE, Meyer DA, A rating scale for
mania reliability, validity and sensitivity. Br.J Psychiatry.

1978;133;429-435

28.Young RC, Biggs JT, Ziegler VE, Meyer DA. Young mania
rating scale in hand book of psychiatric measures Washington

DC; American Psychiatry Association, 2000:542 -545.

29.Hamilton M. A rating scale for depression; J.Neurol nerosurg

psychiatry. 1960 Feb;23: 56-62

30.Leentjens AF, Verhey FR, Lousberg R, Spitsbergen, H, Wilmink
FW. The validity of the Hamilton and Montgomery Asberg
depression rating scales as screening and diagnostic tools for

depression in Parkinson’s disease. Int. J.Geriatr Psychiatry. 2000

Jul;15(7):644 — 649

31.Hamilton M(1960).A rating scale for depression. journal of

neurology, neurosurgery and psychiatry.23,56-62.

76



32.Hamilton M(1967). Development of a rating scale for primary
depressive illness. British journal of social and clinical

psychiatry.6,278-296

33.Kobak,K.A. ,Reynolds, W.R,.Rosenfeld.R., & Greist,J.H. (1990).
Development and validation of a computer administrated

Hamilton derpression rating scale.psychological assessment.2,56-

63.

34.Maier,W,Philippe.M.Heuser.1.Schlegel.S.Buller.R.&Wetze.H(19
88).Improving depression severity assessment-1.Reliability
internal validity and sensitivity to change of three observer

depression scales.journal of psychiatric research 22.3-12

35.Rehm,L.P.,&0O’Hora ,M.W(1985). Item characteristics of the
Hamilton rating scale of depression. journal of psychiatry

research,19.31-41.

36.Reynolds,W.M., & Kobak ,K.A(1995a). Development and
validation of the Hamilton Depression inventory:A self report
version of the Hamilton Depression rating scale. Psychological

assessment 7,472-483.

37.Riskind,J.H.,Beck,A.T.,Brown,G.,& Steer ,R.A,(1987).Taking

the measure of anxiety and depression: validity of the

77



reconstructed Hamilton scales.journal of Nervous and mental

disease.175,474-479.

38.Thase,M.E., Hersen, M., BellackA.S., Himmelhoch,J.M.,&
Kupfer,D.J. (1983).Validation of a Hamilton subscale for
endogenomorphic depression. Journal of  affective

disorders,5,267-278.

39.Patterson WM, Dohn HH, Bird J, Patterson GA: Evaluation of
suicidal patients: the SAD PERSONS score. Psychosomatics

24:343-349, 1983.

40.Piersma HL, Boes JL. The GAF and psychiatric outcome: a
descriptive report. Comm Ment Health J.1997; 33:35-41. doi:

10.1023/ A:1022413110345.

41.Salvi G, Leese M, Slade M. Routine use of mental health
outcome  assessments:  choosing the  measure. Br ]

Psychiatry. 2005;186:146-152.

42 Vatnaland T, Vatnaland J, Friis S, Opjordsmoen S. Are GAF
scores reliable in routine clinical use?Acta Psychiatr

Scand. 2007;115:326-330.

78



43.Schorre BEH, Vandvik IH. Global assessment of psychosocial
functioning in child and adolescent psychiatry. A review of three
unidimensional scales (CGAS, GAF, GAPD) Eur Child Adolesc

Psychiatry. 2004;13:273-286.

44.Moos RH, McCoy L, Moos BS. Global Assessment of
Functioning (GAF) ratings: determinants and role as predictors of

one-year treatment outcomes. J Clin Psychol. 2000;56:449-461.

45.Rosse RB, Deutsch SI. Use of the Global Assessment of
Functioning scale in the VHA: moving toward improved

precision. Veterans Health Syst J. 2000;5:50-58.

46.Goldman HH, Skodol AE, Lave TR. Revising axis V for DSM-
IV: a review of measures of social functioning. Am J

Psychiatry. 1992;149:1148-1156.

47 .Martin A lda et al ,”Lithium in the treatment of Bipolar Disorder :

Pharmacology and Pharmacogenetics “ Mol Psychiatry. 2015

June ; 20(6): 661-670.

48.Freeman TW, Clothier JL, Pazzaglia P, Lesem MD, Swann AC
(1992). A double-blind comparison of valproate and lithium in

the treatment of acute mania. Am J Psychiatry 149: 108-111.

79



49.Himmelhoch JM, Garfinkel ME (1986). Sources of lithium

resistance in mixed mania. Psychopharmacol Bull 22 : 613-620.

50.Keller MB, Lavori PW, Coryell W, Andreasen NC, Endicott J,
Clayton PJ et al (1986). Differential outcome of pure manic,
mixed/cycling, and pure depressive episodes in patients with

bipolar illness. JAMA :255 : 3138-3142.

51.Keller MB (1988). The course of manic-depressive illness. J Clin

Psychiatry:49 (Suppl): 4-7.

52.Secunda S, Katz MM, Swann AC, Koslow SH, Maas JW, Chang
S et al (1985). Mania: diagnosis, state measurement, and

prediction of treatment response. J Affect Disorder :8: 113-121

53.Secunda S, Swann AC, Katz MM, Koslow SH, Croughan J,
Chang S (1987). Diagnosis and treatment of mixed mania. Am J

Psychiatry :144 : 96-98.

54.Swann AC, Bowden CL, Calabrese JR, Dilsaver SC, Morris DD
(1999). Differential effect of number of previous episodes of
affective disorder on response to lithium or divalproex in acute

mania. Am J Psychiatry:156: 1264—1266.

80



ANNEXURES

INFORMED CONSENT (ENGLISH)

PSG Institute of Medical Science and Research, Coimbatore

Institutional Human Ethics Committee

INFORMED CONSENT FORMAT FOR RESEARCH PROJECTS
(strike off items that are not applicable)

I, Dr Sarah Afreen am carrying out a study on the topic: Effectiveness of

mood stabilizer in euthymic BPAD patients-an one year

prospective observational study, comparing LITHIUM V/S

DIVALPROATE SODIUM. In DEPARTMENT OF

PSYCHIATRY OP patients.

(Applicable to students only): My / our research guide is: Dr. SYED

UMMAR .1.

The justification for this study is: To study the effectiveness of mood

stabilizer in euthyic BPAD patients.

The objectives of this study are:
Primary Objective: To evaluate the time for any mood episode (mania/
depression/ mixed episode).

Secondary Objective:

1. To access the severity of the mood episodes.
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2. To evaluate for episodes of deliberate self harm.
3. Adherence to study treatment.
4. Adverse effects of the medication.

5. Global assessment of functioning.

Sample size: 52 per group. Total100.

Study volunteers / participants are (specify population group & age

group): 18years and above.
Location: PSGIMSR

We request you to kindly cooperate with us in this study. We propose
collect background information and other relevant details related to this

study. We will be carrying out:
Initial interview (specify approximate duration): 20-30 minutes.

Data collected will be stored for a period of five years. We will / will not

use the data as part of another study.

Interview sessions: Number of sessions: 4. Approximate duration of

each session:
SCALES/PROFORMA USED IN OUR STUDY: : 30minutes.

Clinical examination (Specify details and purpose):
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Blood sample collection: Specify quantity of blood being drawn:

ml.

No. of times it will be collected:

Whether blood sample collection is part of routine procedure or for

research (study) purpose:

1. Routine procedure 2. Research purpose

Specify purpose, discomfort likely to be felt and side effects, if any:

Whether blood sample collected will be stored after study period:
Yes / No, it will be destroyed

Whether blood sample collected will be sold: Yes/ No

Whether blood sample collected will be shared with persons from another

institution: Yes/No
Medication given, if any, duration, side effects, purpose, benefits:

Whether medication given is part of routine procedure: Yes / No (If not,

state reasons for giving this medication)

Whether alternatives are available for medication given: Yes / No (If not,

state reasons for giving this particular medication)

Final interview (specify approximate duration): mts. |If

photograph is taken, purpose:
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Benefits from this study: This study may give a lead in choosing between
lithium and divalproate sodium in euthymic BPAD patients. hence, may

improve the outcome of the illness.

Risks involved by participating in this study: we do not predict any risk
to patient as it is observational study ,as it will be decided by primary

therapist.
How the results will be used:

If you are uncomfortable in answering any of our questions during the
course of the interview / biological sample collection, you have the right
to withdraw from the interview / study at anytime. You have the
freedom to withdraw from the study at any point of time. Kindly be
assured that your refusal to participate or withdrawal at any stage, if you
so decide, will not result in any form of compromise or discrimination in
the services offered nor would it attract any penalty. You will continue to
have access to the regular services offered to a patient. You will NOT be
paid any remuneration for the time you spend with us for this interview /
study. The information provided by you will be kept in strict confidence.
Under no circumstances shall we reveal the identity of the respondent or
their families to anyone. The information that we collect shall be used for
approved research purposes only. You will be informed about any
significant new findings- including adverse events, if any, — whether
directly related to you or to other participants of this study, developed
during the course of this research which may relate to your willingness to

continue participation.

Consent: The above information regarding the study, has been read by

me/ read to me, and has been explained to me by the investigator/s.
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Having understood the same, | hereby give my consent to them to
interview me. | am affixing my signature / left thumb impression to
indicate my consent and willingness to participate in this study (i.e.,

willingly abide by the project requirements).

Signature / Left thumb impression of the Study Volunteer / Legal

Representative:

Signature of the Interviewer with date:4-12-14

Witness:

Contact number of P1:9790432213

Contact number of Ethics Committee Office: 0422 2570170 Extn.: 5818
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SOCIODEMOGRAPHIC DETAILS & CONFOUNDING

VARIABLES:

Semi-structured proforma:

A.SOCIO- DEMOGRAPHIC PROFILE:

»
»

OP no

Age

Sex
Education
Marital status

Contact number (atleast two).

. Confounding variables:

Age of onset of illness

Previous number of episodes

Previous hospitalizations

Polarity of episodes

Serum concentration of mood stabilizer
Dosage of mood stabilizer

Duration of treatment with mood stabilizer
Co-morbid substance dependence.
Confounding psychotrophics’.

Duration of mood stabilizer
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ADVERSE DRUG REACTION
1. Nausea

Diarrhea

Tremors

Weight gain

Sedation

Polydipsia

Polyuria

©® N o oA W N

Tachycardia
9. Alopecia
10.Any major skin lesions

11.Hypothyroid symptoms(constipation, muscle weakness, fatigue,
dry skin, increased sensitivity to cold).

12.Signs of Renal dysfunction.
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YMRS SCALE FOR MANIA:

Young Mania Rating Scale (YMRS)

Enter the appropriate soore which best charactertzes the subject for each wem.

Item

Explamation

|. Hevated mood

2. Increazed motor actvity-energy

3. Sesual imterest

4. Sleap

5. Irrizbilicy

4. Speach (rate and amount)

7. Language-thought dizorder

el b — D DO e b O 0O B R D R R = D R b b = D B b b = S e b R — D

absent

mildly or possibly Increazed on questioning

dafinite subjective elevation: optimistic, self-confident cheerful; approprizte to content
elevated, In@ppropriate to content; humorous

euphoric, Inappropriate laughter singing

abzent

subjectively Increased

animated; gestures Increased

excective energy; hyperactve at dmes; restlesz (can be calmed)

motor excitement; continues hyperactivity (cannot be calmed)

normial; not Increased

mildly or possibly Increased

definite subjective Increase on questioning

spontanecus sexual content: elaborates on sexual matters: hypersexual by seff-report
overt senoual acts (toward subjects. staff, or Interdewer)

reports no decreaze In sleep

clagping lecz than normal amount by up to one hour

cleaping lecz than normal by more than one hour

reports decreased need for deep

denles need for sleap

absent

subjectvely Increased

Irritable at times during Interview; recent eplsodes of anger or annoyance on ward
frequently Irritable during Interview; short, curt throughout

hostile, uncooperative; Interview Impossible

no Increase

feels talkative

Increased rate or amount at times, verbose 3t times

push; conzistently Increzsed rate and amount; difficult to Interpret
pressured; uninterruptible; condnuous speech

abzent

circumstantial; mild distractibllity; quick thoughts

distractible; lozes goal of thought changes toplcs freguenty; racing thoughte
fiight of Ideas; mngentility; difficult to follow, rhiyming: echolala

Incoherent; communication Impossibla
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rormal

questionable plans, new intarests

special projectis); hyperreligicus

grandiose or parancid Ideas; ideas of reference
delusions; hallucinations

absent, cooperative

sarcastic; loud at times, guarded

demanding; threats on ward

threatens Interviewer shouting; Interview difficult
aesauldve; destructive; Interview iImpossible

gppropriate dress and grooming

minimalty unkempt

poorly groomed; modarately disheveled; owerdressed
dishevelad; partly clothed; garich make-up

completely unkempt; decorated; bizarre garb

presant; admits inecs; agrees with need for treatment
possibly il

admits behaviour change, but denlec llinecs

admits possible change In behaviour, but denies iliness
denles any behaviour change

8. Content

9. Daeruptive-aggrescive behaviour

I0. Appearance

11. Insight

A b bl = D e L kd — D 00 O e bt OO0 O e R O

Reproduced from Young RC, Biggs [T, Ziegler VE, Meyer DA. Br | Peychiatry |978; 133:429-35 with permission from the Royal College of
Peychiatrists.
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HAMD SCALE FOR DEPRESSION:

THE HAMILTON RATING SCALE FOR DEPRESSION

(to be administered by a health care professional)

Patient’s Name

Date of Assessment

To rate the sewverity of depression in patients who are already diagnosed as depressed, administer this
questionnaire. The higher the score, the more severe the depression.

For each item, write the correct number on the line next to the item. (Only one response per item)

1. DEPRESSED MOOD (Sadness, hopeless, helpless, worthless)

0= Absent

1= These feeling states indicated only on questioning

2= These feeling states spontanecusly reported wverbally

3= Communicates feeling states non-verbally—i.e., through facial expression, posture,
voice, and tendency to weep

4= Patient reports VIRTUALLY OMLY these feeling states in his spontanecus verbal and non-
verbal communication

Z. FEELINGS OF GUILT

0= Absent

1= Self reproach, feels he has let people down

2= Ideas of guilt or rumination owver past errors or sinful deeds

3= Present illness is a punishment. Delusions of guilt

4= Hears accusatory or denunciatory woices and/or experiences threatening visual
hallucinations

3. SUICIDE
0= Absent
1= Feels life is not worth living
2= Wishes he were dead or any thoughts of possible death to self
3= Suicidal ideas or gesture
4= Attemnpts at suicide (any serious atternpt rates 4)
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4. INSOMNIA EARLY

0= Mo difficulty falling asleep
1= Complains of occasional difficulty falling asleep—i.e., more than 1/2 hour
2= Complains of nightly difficulty falling asleep

5. INSOMNIA MIDDLE

0= Mo difficulty
1= Patient complains of being restless and disturbed during the night
2= Waking during the night—any getting out of bed rates 2 (except for purposes of voiding)

adapted from Hedlung and Vieweq, The Hamilton rating scale for depression, Journai of Operationai Psychiatry, 1979;1002):1 48165,

G. INSOMNIA LATE
0= Mo difficulty
1= Waking in early hours of the morning but goes back to sleep
2= Unable to fall asleep again if he gets out of bed

7. WORK AND ACTIVITIES

0= Mo difficulty

1= Thoughts and feelings of incapacity, fatigue or weakness related to activities; work or
hobbies

2= Loss of interest in activity; hobbies or work—either directly reported by patient, or
indirect in listlessness, indecision and wvacillation (feels he has to push self to work or
activities)

3= Decrease in actual time spent in activities or decrease in productivity

4= Stopped working because of present illness

8. RETARDATION: PSYCHOMOTOR (Slowness of thought and speech; impaired ability
to concentrate; decreased motor activity)

0= Mormal speech and thought

1= Slight retardation at interview
2= Obvious retardation at interview
3= Interview difficult

4= Complete stupor

9.  AGITATION

0= Mone

1= Fidgetiness

2= Playing with hands, hair, etc.

3= Moving about, can't sit still

4= Hand wringing, nail biting, hair-pulling, biting of lips

10. ANXIETY (PSYCHOLOGICAL)

0= Mo difficulty

1= Subjective tension and irritability

2= Worrying about minor matters

3= Apprehensive attitude apparent in face or speech
4= Fears expressed without questioning

11. ANXIETY SOMATIC: Physiclogical concomitants of anxiety, (i.e., effects of autonomic
overactivity, "butterflies,” indigestion, stomach cramps, belching, diarrhea, palpitations,
hyperventilation, paresthesia, sweating, flushing, tremor, headache, urinary frequency).
Avoid asking about possible medication side effects (i.e., dry mouth, constipation)

0= Absent
1= Mild

2= Moderate
3= Sewvere

4= Incapacitating
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12. SOMATIC SYMPTOMS (GASTROINTESTINAL)

0= Mone

1= Loss of appetite but eating without encouragement from others. Food intake
about normal

2= Difficulty eating without urging from others. Marked reduction of appetite and
food intake

13. SOMATIC 5YMPTOMS GENERAL

0= None

1= Heaviness in limbs, back or head. Backaches, headache, muscle aches. Loss of energy
and fatigability

2= Any clear-cut symptom rates 2

14. GENITAL SYMPTOMS (Symptoms such as: loss of libido; impaired sexual performance;
menstrual disturbances)
0= Absent
1= Mild
2= Severe

15. HYPOCHONDRIASIS

0= Mot present

1= Self-absorption (bodily)

2= Preoccupation with health

3= Frequent complaints, requests for help, etc.
4= Hypochondriacal delusions

I6. LOSS OF WEIGHT

A. When rating by history:
0= Mo weight loss
1= Probably weight loss associated with present illness
2= Definite (according to patient) weight loss
3= Mot assessed

17. INSIGHT

0= Acknowledges being depressed and ill

1= Acknowledges illness but attributes cause to bad food, climate, overwork, virus, need
for rest, etc.

2= Denies being ill at all

18. DIURNAL VARIATION

A. Note whether symptoms are waorse in morning or evening. If NO diurnal variation, mark none
0= No variation
1= Worse in A.M.
2= Worse in BM.

B. When present, mark the severity of the variation. Mark "Mone” if MO variation

0= None
1= Mild
2= Severe

19. DEPERSONALIZATION AND DEREALIZATION (Such as: Feelings of unreality;
Nihilistic ideas)

0= Absent
1= Mild

2= Moderate
3= Sewvere

4= Incapacitating

20. PARANOID SYMPTOMS
0= None
1= Suspicious
2= Ideas of reference
3= Delusions of reference and persecution
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21.

OBSESSIONAL AND COMPULSIVE 5YMPTOMS

0= Absent
1= Mild
2= Severe

Total Score
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GLOBAL ASSESSMENT OF FUNCTIONING SCALE:

Global Assessment of Functioning (GAF) Scale
(From DSM-IV-TR, p. 34.)
Consider psychological, social, and occupational functioning on a hypothetical contimmm of mental
health-illness. Do net include impairment in functioning due to physical (or environmental) limitations.
Code (Note: Use intermediate codes when appropriate, e.g., 45, 68, 72.)

100 Superior functioning in a wide range of activities, life's problems never seem to
| get out of hand, is sought out by others because of his or her many positive
a1 qualities. No symptoms.

an Absent or minimal symptoms (e.g., mild anxiety before an exam), good
| functioning in all areas, interested and involved in a wide range of activities.
a1 socially effective, generally satisfied with life, no more than everyday problems
or concerns (e.g. an cccasional argurment with family members).

a0 If symptoms are present, they are transient and expectable reactions to
| psychosocial stressors (e.g., difficulty concenirating after family argument); no
71 more than slight impairment in social, occupational or school functioning (2.qg.,
temporanly failing behind in schoohsork).

70 Some mild symptoms (e.g. depressed mood and mild insomnia)
OR some difficulty in social, occupational, or school functioning (e.q., occasional
6|1 fruancy, or theft within the household), but generally functioning pretty well, has
some meaningful interpersonal relationships.

Moderate symptoms (e.g., flat affect and circumstantial speech, occasional panic
ﬁ'l[l attacks)
51 OR moderate difficulty in social, occupational, or school functioning (e.9.. few
friends, conflicts with peers or co-workers).

Serious symptoms (e.g.. suicidal ideation, severe obsessional rituals, frequent

5|“ shoplifting)

41 OR any serious impairment in social, occupational, or school functioning (e.g.,
no friends, unable to keep a job).

Some impairment in reality testing or communication (e.g., speech is at times
40 illogical, obscure, or irmelevant)
| OR major impairment in several areas, such as work or school, family relations,
Judgment, thinking, or mood (e.g., depressed man avoids friends, neglects family,
and is unable to work; child frequently beats up younger children, is defiant at home,
and is failing at school).

Behavior is considerably influenced by delusions or hallucinations
30 OR serious impairment in communication or judgment (e.g., sometimes

| incoherent, acts grossly inappropriately, suicidal-prec_nccupaﬁoﬁ}
21 OR inability to function in almost all areas (e.q., stays in bed all day; no job, home,
or friends).

20 Some danger of hurting self or others (e.0., suicide attempts without clear
| expectation of death; frequently violent, manic excitement)
OR occasionally fails to maintain minimal personal hygiene (e.g., smears feces)
OR gross impairment in communication (e.q., largely incoherent or mute).

10 Persistent danger of severely hurting self or others (e.q., recument violence)
| OR persistent inability to maintain minimal personal hygiene
1 OR serious suicidal act with clear expectation of death.

0 Inadequate information.




Structured Clinical Interview for DSM-IV Axis | Disorders

Patient Edition (February 1996 FINAL)
SCID-I/P (Version 2.0)

INTERVIEW INFORMATION
Status: O lInprogress O Completed O Consensus reviewed

Type: O Computer O Paper

Subject ID:
Subject Initials:

Rater:
Site:

Date of Interview: |
Sources of information ubject

(check all that apply):

O Family

O Health professional/chart/referral note

Relationship to Proband:
Edited and checked by:
Date:

Recruitment Source:

DEMOGRAPHIC DATA

I'm going to be asking you about problems or difficulties you may have had, and I'll be making some notes as we go along. Do you have
any questions before we begin?

Information

VWhat do you consider to be your ethnic ongin?

Marital Stanus
WWhat is your current marital status?

Dates of Marriage

Start Date End Date Comments
Children
Do you have any children? OYes O No
Children
Gender Age Comments
Living Situation
Ith whom do you live?
Religion
What was your childhood religious affiliation, if any? What is your current religion, if any?

FAMILY HISTORY




Were you adopted? OYes ONo

Mother
Living: OYes ONo

Brief Description (age, current location and living situation, general disposition, etc):

ccupaton:
Highest Level of Education:
Religion:

# of Siblings: |
Father
Living: OYes ONo

Brief Description (age, current location and living situation, general disposition, etc):

ccupation:
Highest Level of Education:
Religion:

# of Siblings: |

Do you have any siblings? OYes O No

(If yes, note genders and ages. Also indicate half of step siblings.)
Are you close to any of your siblings?

What was It llke growing up In your family?
(Briefly describe home envireonment and relationships, including any trauma or abuse.)

Family History Form

Interviewer: "Tell me about your biclogical parents, children, siblings and grandparents.” Ask if they have had any problems with their mood
or anxiety or problems with drugs or alcohol. If adopted, ask about biological family; if not known, indicate "Adoptive Family" and answer
accordingly. If deceased, note both date of death and "+" symbol in current age column.

Relation Name Currersychiatric Professional Psychiatric Comments
Age Symptoms Diagnosis Treatment
{list)

DEVELOPMENTAL HISTORY

Where were you borm and raised?
(Significant moves, health, school, friends, activities, etc.)

EDUCATION
How far did you get in school?

EVER FAILED TO COMPLETE A PROGRAM IN WHICH S/HE WAS ENROLLED. Why didn't you Tinish’
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MILITARY HISTORY
Military Service: OYes ONo Branch: |

End of Service: |
Start of Service: I:l

Theater: | |
Veteran: OYes ONo
Combat: OYes ONo
Type of Discharge:
Rank at Discharge: ’VIO :
Service Connected OYes ONo Percent |
Disability

Reason |

WORK HISTORY

Are you working now? What is your job? How long have you | |
been there?

[IF LESS THAN 6 MONTHS: Why did you leave your last job?]
Have you always done this kind of work? [IF NOT: What kind of work have you done?] What is the highest level job you have ever held?
[Chronology of work history: (include longest job held and longest time unemployed)] How are you supporting yourself now? (If disability,
list type, date and reason.)

as there ever been a period of tme when you were unable to work or go o school? (Wheny Why was that”)

OVERVIEW OF PRESENT ILLNESS

Have you been in any kind of treatment in the past month?
[IF CURRENTLY IN TREATMENT:

Date of admission to inpatient or outpatient facility ]
CHIEF COMPLAINT

(Description of presenting problem): [RECORD DIRECT QUOTE]
What led to your coming here? What is the major problem you have been having?

HISTORY OF PRESENT ILLNESS

Do you currently have any psychiatric symptoms or emotional OYes ONo

preblems?

IF YES: When did your current symptoms begin? When were you last feeling your normal self? Is this something new or a return of
something you have had before? What was going on in your life when this began? (Environmental context for precipitants of present
iliness or exacerbation) Did anything happen or change? Since this began, when have you felt the worst? (IF MORE THAN A YEAR
AGO: In the last year, when have you felt the worst?)

ave you Nad any other problems in e last month?_what hias your mood Deen Ike? How Nave you Deen spending your ree tme? wWho
do you spend time with?

OW mUCh hiave you been dnnking (alconol) (in the past month)? Have you Deen taking any drugs (in the past month) 7 (vvhat about
marijuana, cocaine, other street drugs?)
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PAST PSYCHIATRIC HISTORY

When in your life did you first experience your symptoms? When was the first time you saw someone for emotional or psychiatric
problems? (What was that for? What treatment|s) did you receive? What medications?) Were there other times when you had
counseling or treatment of any kind? (What type? When?)

Age of first treatment for Depression
Age of first treatment for Mania

Age of first treatment for Hypomania
Age of first treatment for Mixed State
Age of first treatment for Psychosis/SZ

HOSPITALIZATIONS:
Have you ever been a patient in a psychiatric hospital? OYes ONo

(IF YES: When? Where? Why?)

UMDET of previous Nospralzations for Depression | |
(Do not include transfers)
MNumber of previous hospitalizations for Mania
Number of previous hospitalizations for Mixed State

Number of previous hospitalizations for Non-mood

Estimated lifetime total time of psychiatric hospitalization in
weeks:

SUBSTANCE/ALCOHOL TREATMENT:
Have you ever had treatment for drugs or alcohol? OYes OMNo

Treatment Information:

ATTENTION DEFICIT-HYPERACTIVITY DISORDER:

Have you ever been diagnosed with Attention OYes ONo
Deficit-Hyperactivity Disorder?

(Include symptoms, presentation, age at diagnosis, age of first symptoms and treatment)

Medication Assessment Form

Category: Class: Drug Name: Start Date: End Date: O Unknown
Multiple Trials: ‘Duration Used: Iﬁeascn Stopped: |ﬁesponse Type: Treatment Induced:
Comments

Record side effect information whenever possible.]

MEDICAL HISTORY

Have you had any medical problems now or in the past? (What were they? How were they treated?) Were you ever in the hospital for
treatment of a medical problem? (What was that for?) Have you ever had any surgeries (including outpatient)? (When? What were they
for?)

OYes ONo
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ALLERGIES:
Do you have any allergies? To Medications? Other?
OYes ONo

GENETIC DISOURDERS!

Do you have any other genetic disorders? (What and when diagnosed?) Do you know of any genetic disorders that run in your family?
(What? Who?)

OYes ONo

HYROID DISORDER:
Have you ever been treated for a thyroid disorder? (Include diagnosis, age of diagnosis, and treatment) Was this only while on Lithium?

OYes ONo

HEAD INJORY:
Have you ever had a head injury? (Did you lose consciousness? How long? How many times have you lost consciousness due to a head
injury?)

OYes ONo

EMALES ONLY-
Have you gone through menopause? (Have you ever had any serious emotional problems associated with menopause?)
OYes ONo

OTHER CURRENT PROBLEMS

OST LIKELY CUREENT DIAGNOSI]

IAGNOSES THAT NEED TO BE RULED OUT

GLOBAL ASSESSMENT OF FUNCTIONING

Current GAF | |

101



Module A: Depression
MAJOR AND MINOR DEPRESSIVE EPISODES

Episodes Summary

Date of Onset ~ Age Date of Offset  Duration (days)
A - CURRENT (LAST MONTHl | | | | | | | O Go There
B - WORST EPISODE | | | | | | | | O Go There
C-FIRST | | | | | | | | O Go There
EPISODE
D - ANOTHER ERISODE | | | | | | | | O Go There
| | | | | | | O Go There

E - ANOTHER EPISODE |

Episode A: Current Depression
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Date of Onset  Age Date of Offset

Duration (days)

MNow | would like to ask you some more specific
questions about (TIME PERIOD FOR SUSPECTED
DEPRESSIVE EFISODE).

Depression Criteria

A Five or more of the following symptoms have
been present during the same two-week period
and represent a change from previous functioning;
at least one of the symptoms was either (1)
depressed mood or (2) loss of interest or pleasure.

During this time, (TIME PERIOD FOR SUSPECTED (1) depressed mood most of the day, nearly every o0 o0o0
DEPRESSIVE EPISODE) were you depressed or day, as indicated by either subjective repert (e.g., 71 2 3
down, most of the day nearly every day? (What was  feels sad or empty) or observations made by
that like?) others (e.g., appears tearful). Note: in children and

adolescents, can be irritable mood.
IF YES: When was that? How long did it last? As
long as two weeks?
Did you lose interest or pleasure in things you (2) markedly diminished interest or pleasure in all, o0 o0o0
usually enjoyed? (What was that like?) or almoest all, activities most of the day, nearly 71 2 3

IF YES: When was that? Was that nearly every day
How long did it 1ast? As long as two weeks?

every day (as indicated either by subjective
account or observation made by others)

FOR ALL SUBJECTS, CONTINUE ASKING ABOUT ALL SYMPTOMS EVEN IF A(1) AND/OR (2) ARE NOT ENDORSED.

NOTE: WHEN RATING THE FOLLOWING ITEMS, CODE "1" IF CLEARLY DUE TO A GENERAL MEDICAL CONDITION, SUBSTANCE,
OR TO MOOD-INCONGRUENT DELUSIONS OR HALLUCINATIONS. TO COUNT TOWARD A MAJOR DEPRESSIVE EPISCDE, A
SYMPTOM MUST EITHER BE NEWLY PRESENT OR MUST HAVE CLEARLY WORSENED COMPARED WITH THE PERSON'S

PRE-EFISODE STATUS

I would like you to focus on the worst two week period when answering the following questions. During (TIME PERIOD OF EPISODE)

FOCUS ON WORST TWO WEEK PERIOD OF EPISODE TO DETERMINE IF FULL MAJOR DEFPRESSIVE EPISODE CRITERIA ARE

MET
...did you lose or gain any weight? {How much? (3) significant weight loss when not dieting, or 0000
Were you trying to lose weight?) weight gain (e.g., a change of more than 5% of 1 2 3
IF NO: How was your appetite? \What about body weight in a month), or decrease or increase
compared to your usual appetite? Did you haveto  in appetite nearly every day. Note: in children,
force yourself to eat? Eat (less/more) than usual? consider failure to make expected weight gains.
Was that nearly every day?
Check if:

weight loss or decreased appetite O

weight gain or increased appetite O
...how were you sleeping? (Trouble falling asleep, (4) insomnia or hypersomnia nearly every day o0 o0o0
waking frequently, trouble staying asleep, waking 71 2 3

too early, OR sleeping too much? How many hours
a night compared to usual? Was that nearly every
night?)

Check if:
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insomnia O

hypersomnia O

..were you so fidgety or restless that you were (5) psychomotor agitation or retardation nearly 0O o0oo
unable to sit still? {Was it so bad that other people every day (observable by others, not merely 1 2 3
noticed it? What did they notice? Was that nearly subjective feelings of restlessness or being slowed
every day?) down)
IF NO: What about the opposite-talking more
slowly than is normal for you? Was it so bad that
other people noticed it? What did they notice? Was
it nearly every day?
Check if:
psychomotor agitation O
psychomotor retardation O
..what was your energy like? (tired all the time? (6) fatigue or loss of energy nearly every day O 0 o0oo
Nearly every day?) 71 2 3
...how did you feel about yourself? (\Worthless? (7) feelings of worthlessness or excessive or O 000
Nearly every day?) inappropriate guilt (which may be delusional) ? 1 2 3
IF NO: What about feeling guilty about things ~ nearly every day (not merely self-reproach or guilt
you had done or not done? Nearly every day? about being sick)
Check if:
feelings of worthlessness O
excessive or inappropriate guilt O
...did you have trouble thinking or concentrating? (8) diminished ability to think or concentrate, or O 000
(What kinds of things did it interfere with? Nearly indecisiveness, nearly every day (either by ? 1 2 3
every day?) subjective account or as observed by others)
IF NO: Was it hard to make decisions about
everyday things? Nearly every day?
Check if:
diminished ability to think O
indecisiveness O
Were things so bad you were thinking a lot about (9) recurrent thoughts of death (not just fear of 0O o0oo
death or that you would be better off dead? What dying), recurrent suicidal ideation without a 1 2 3

about thinking of hurting yourself?
IF ¥ES: Did you do anything to hurt yourself?

specific plan, or a suicide attempt or a specific
plan for committing suicide

Check if:
thoughts of own death ©

suicidal ideation ©
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specific plan O

actual attempt ©

IF UNKNOWN: Have you ever attempted suicide
during a depressive episode?

IF ¥ES: How many times?

NUMBER OF SYMPTOMS A(1) - A(9) CODED "3"

Major Depressive Episode

AT LEAST FIVE OF A(1) - A(9) ARE CODED "3"
AND EITHER A(1) OR A(2) ARE CODED "3"

Minor Depressive Episode

EITHER TWO,THREE, OR FOUR OF A1) - A(9)
ARE CODED "3" AND EITHER A(1) OR A{2) ARE
CODED "3

SUICIDALITY IN DEPRESSION

FOLLOWING EPISODE A, ASK THE THREE
QUESTIONS BELOW REGARDING
SUICIDALITY, THEN CONTINUE OMN PAGE A3
WITH REMAINDER OF EPISODE A. FOR
EPISODES B-E, SKIP THIS SECTION AND GO
TO NEXT PAGE (A5).

Has made a suicide attempt

Lifetime total number of suicide attempts during
depression

=0
wQ

Do you think about suicide during most of your Determine whether suicidal ideation is present O 0 0o
depressive episodes? during most depressive episodes ? 01 2 3
IF UNCLEAR: Did (DEPRESSIVE EPISODE/OWN  B. The symptoms cause clinically significant o0 o0o0
EQUIVALENT) make it hard for you to do your work, distress or impairment in social, occupational, or ? 01 2 3
take care of things at home, or get along with other  other important areas of functioning.
people? NOTE: FOR SOME INDIVIDUALS WITH MILDER
EPISODES, FUNCTIONING MAY APPEAR TO
IF YES, SPECIFY: BE NORMAL BUT REQUIRES MARKEDLY
INCREASED EFFORT.
Just before this began, were you physically ill? C. Not due to the direct physiological effects of a o0 o0
substance (e.g., a drug of abuse, medication) or to ? 01 3

Just before this began, were you drinking or taking
any street drugs?

IF YES: Any change in the amount you were taking?

Just before this began, were you taking any
medications?

IF YES: Any change in the amount you were taking?

a general medical condition (e.g., hypothyroidism)

IF GENERAL MEDICAL CONDITION OR
SUBSTANCE MAY BE ETIOLOGICALLY
ASSOCIATED WITH DEPRESSION, GO TO
*GMC/SUBSTANCE" A.51, AND RETURN HERE
TO MAKE RATING OF "1" OR "3."
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IF THE EPISODE WAS PRECIFITATED BY
MEDICATION TREATMENT, RECORD
DETAILED INFORMATION ON THE
MEDICATION ASSESSMENT FORM.

Did this begin soon after someone close to you
died?

D. Not better accounted for by Bereavement, i.e., o
after the loss of a loved one, the symptoms persist 1
for longer than 2 months or are characterized by

marked functional impairment, morbid

precccupation with worthlessness, suicidal

ideation, psychotic symptoms or psychomotor

retardation.

w0

IF UNCLEAR: Is this your worst episode of
depression?

Is this the first episode?

During this episode of depression did you have a
week or more during which your mood changed
between sadness and irmitability or even elation?

Major Depressive Episode

MAJOR DEPRESSIVE EPISODE CRITERIA A, B, |1;a|5‘3

C, AND D ARE CODED "3"

Minor Depressive Episode

MINOR DEPRESSIVE EPISODE CRITERIA A, B,

C, AND D ARE CODED "3" [raise

FIRST AND WORST DEPRESSION
Worst

DETERMINE WHETHER OR NOT EACH o
EPISCODE IS THE FIRST OR THE WORST 1
DEPRESSION. CODE "3" FOR ONLY ONE

FIRST AND ONE WORST EPISODE. THEY MAY

BE THE SAME EPISODE AND MAY NOT

ALWAYSBE CODEDINBORC (LE,DORE

MAY ACTUALLY BE EARLIER OR MORE

SEVERE ONCE RECALLED).

wO

First

MIXED STATE

ASK THE FOLLOWING QUESTIONS TO DETERMINE WHETHER A MIXED
STATE WAS PRESENT FOR EACH EPISODE OF DEPRESSION.

O 00 O0
71 2 3

IF YES, CHECK IF:
Irritability ©

Elation O

During this episode of depression did you also experience any of the following symptoms?
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Over activity, such as running around, having many O 00O
projects, or feeling physically agitated? ? 01 2 3
More talkative than usual or feeling that your speech 0O 00O
was pressured? ?7 1 2 3
Thoughts racing or jumping from topic to topic? o000

?2 1 2 3
Feeling grandiose, more important, special, or O o0 00
powerful? 1 2 3
Needing less sleep or feeling energetic after little or O 00O
no sleep? 7T 1 2 3
Attention distracted by unimportant things? 0O 00O

?7 1 2 3
Doing risky things for pleasure like excessive O o0 00
spending, reckless driving, sexual indiscretions, etc? 1 2 3

NUMBER OF "3" RESPONSES FROM MIXED |D

How long were these symptoms present?

Were your mood symptoms predominantly irritable,
sad (dysphoria) or elated (euphoria)?

STATE SECTION.
ENTER NUMBER CF DAYS

CRITERIA WERE MET SIMULTANEOUSLY FOR
BOTH MAJOR DEPRESSION AND MANIA,
IRRITABLE MOOD PLUS FOUR SYMPTOMS,
OR ELATED MOOD PLUS THREE SYMPTOMS

IRRITABLE MOOD PLUS 2-3 SYMPTOMS OR
ELATED MOOD PLUS 2 SYMPTOMS

Predominance of:
Irritability O
Dysphoria O
Euphoria O

false
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[PROBE IN THE SAME WAY FOR EACH CODED Probe for Psychotic Symptoms per Episode:

EPISODE] IF DELUSIONS OR HALLUCINATIONS ARE
SUSPECTED, PROBE FURTHER TO

During this episode of depression, did you have any  S22r e i o e S e B e

beliefs or ideas that you later found out were not
true? (Like believing that you had powers and
abilities others did not have? Or that you had a
special mission, perhaps from God? Or that
someone was trying to harm you? How certain were
you?)

Did you see or hear things other people could not
see or hear?

IF YES, PLEASE CHECK:

IF ¥ES, DESCRIBE:

THE BELIEFS WERE HELD WITH CERTAINTY.

=3 O
-0
wO

O Delusions

O Hallucinations

End of Episode-Specific Questions. Will Another Episode Be Coded?

OYes ONo

Manic and Hypomanic Episode A (Current)

Date of Onset Date of Offset Duration (days)

NGW T'd ke 10 ask you more speuﬁc qUESTIONS MANIC JPISODE CRITERIA

about (TIME PERIOD FOR SUSPECTED MANIC
OR HYPOMANIC EPISODE).

A1. (Mania and Hypomania)
During (TIME PERIOD FOR EPISODE) were you  A(1) A distinct period of abnormally and

feeling so good or hyper that other people thought  persistently ("sustained" if nhypomania) elevated,

you were not your normal self or you were so hyper  expansive, or irmitable mood.
that you got into trouble? (Did anyone say you were
manic? Was that more than just feeling good?)

IF NO: What about feeling so irritable that you found
yourself shouting at people or starting fights or
arguments? Did you find yourself shouting at people
you really didn't know?

What was it like? CHECK ONE:

2 0
=0
SN o]
w O

O elevated/expansive mood

O irritable mood
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Select if this is @ manic or hypomanic episoide o] (o]
Manic Hypomanic

A2, (Mania)

How long did that last? (As long as one week? Did  A(2) Episode lasted at least one week (any 0 0

you have to go to the hospital ?) duration if hospitalization is necessary, psychosis 1 3
is present, or very dangerous behaviors are
present)

Did it last for at least two days? Brief Mania 0 0
(2 day duration required) 1 3
PER KELSOE CONVENTION, BRIEF MANIA
WILL BE INCLUDED IN THE MANIA
ASSESSMENT, SPECIFIC PATTERNS.

A2. (Hypomania)

Did it last for at least four days? A(2) Episode lasted throughout at least 4 days, o 0
and is clearly different from the usual 1 3

What was that like?

What was it like?

non-depressed mood

CHECK ONE: O elevatedfexpansive mood

O irritable mood

Did it last for at least two days?

Brief Hypomania
{2 day duration required)

=0
wQ

PER KELSOE CONVENTION, BRIEF
HYPOMANIA WILL BE INCLUDED IN THE
HYPOMANIA ASSESSMENT

FOR ALL SUBJECTS, CONTINUE ASKING ABOUT ALL SYMPTOMS, EVEN IF A(1) AND (2) ARE NOT ENDORSED

NOTE: WHEN RATING THE FOLLOWING ITEMS, CODE "1" IF CLEARLY DUE TO A GENERAL MEDICAL CONDITION, SUBSTANCE,
OR TO MOOD-INCONGRUENT DELUSIONS OR HALLUCINATIONS. TO COUNT TOWARD A MANIC EPISODE, A SYMPTOM MUST
EITHER BE NEWLY PRESENT OR MUST HAVE CLEARLY WORSENED COMPARED WITH THE PERSON'S PRE-EPISODE STATUS.

B. (Mania and Hypomania)

| would like you to focus on the most extreme period  B. During the worst period of the mood

of feeling (OWN EQUIVALENT FOR EUPHORIA
OR IRRITABILITY), when answering the following
questions. During (TIME PERICD OF EPISODE)

...how did you feel about yourself? (More
self-confident than usual? Any special powers or
abilities?)

disturbance, three (or maore) of the following
symptoms have persisted (four if the mood is only
irritable) and have been present to a significant
degree:

(1) inflated self-esteem or grandiosity

~0

=
O
w D
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Did you need less sleep than usual? {2) decreased need for sleep (2.9, feels rested 00 O0oO0
after missing at least two hours of sleep) NOTE: ? 1 2 3
IF YES: Did you still feel rested? THIS ITEM SHOULD BE PRESENTED AT
EVERY CONSENSUS TO HELP ENSURE
RELIABILITY.
Were you much more talkative than usual? (Did (3) more talkative than usual or pressure to keep 00 O0O0
people have trouble stopping you or understanding  talking ? 1 2 3
you? Did people have trouble getting a word in
edgewise?)
Were your thoughts racing through your head? (4) Mlight of ideas or subjective experience that 0 0 O0O0
thoughts are racing ? 1 2 3
Were you so easily distracted by things around you  (5) distractibility (i.e., attention too easily drawn to O 0 0 0
that you had trouble concentrating or staying on one  unimportant or irrelevant external stimuli) ? 1 2 3
track?
How did you spend your time? (Work, friends, (6) increase in goal-directed activity (either 00 O0o0
hobbies? Were you so active that your friends or socially, at work or schoal, or sexually) or 1 2 3

family were concerned about you?)

IF NO INCREASED ACTIVITY: Were you physically
restless? How bad was it?

psychomotor agitation

Check if: O psychomotor agitation
O increase in activity

Did you do anything that could have caused trouble  (7) excessive involvement in pleasurable activities 0 0 00
for you or your family? (Buying things you didn't which have a high potential for painful 7?71 2 3
need? Anything sexual that was unusual for you? consequences (e.g., engaging in unresftrained
Reckless driving?) buying sprees, sexual indiscretions, or foolish

business investments)

NUMBER OF MANIC/HYPOMANIC SYMPTOMS |0

IN A AND B CODED "3" (A1 AND A2 CRITERIA

COUNT AS ONE).

AT LEAST THREE B SYMPTOMS ARE CODED |fa|se

C. (Mania)

"3" (FOUR IF MOOD ONLY IRRITABLE)

Note: DSM-IV Criterion C for Mania (i.e., does not
meet criteria for a Mixed Episode) has been
omitted from the SCID
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IF UNKNOWN: At that time, did you have serious C. The mood disturbance is sufficiently severe to (o]
proeblems at home or at work (school) because you  cause marked impairment in occupational 1 3
were (SYMPTOMS) or did you have to be admitted  functioning or in usual social activities or
to a hospital? relationships with others, or to necessitate

hospitalization to prevent harm to self or others, or
IF YES, SPECIFY: there are psychotic features.
C. (Hypomania)
IF UNKNOWN: Is this very different from the way C. The episode is associated with an unequivocal o o
you usually are? (How were you different? At work?  change in functioning that is uncharacteristic of the 1 3
With friends?) IF YES, Specify: person when not symptomatic
D. (Hypomania)
IF UNKNCOWN: Did cther people notice the change  D. The disturbance in mood and the change in o 0
in you? (What did they say?) functioning are observable by others 1 3
E. (Hypemania)
IF UNKNOWN: At that time, did you have serious E. The episode is not severe enough to cause 0 0
problems at home or at work (school) because you  marked impairment in social or occupational 1 3
were (SYMPTOMS) or did you have to be admitted  functioning, or to necessitate hospitalization, and
to a hospital? there are no psychotic features
D. (Mania)
F. (Hypomania)
Just before this began, were you physically ill? D/F. Not due to the direct physiological effects of o 0

a substance (e.g., a drug of abuse, medication) or 1 3

Just before this began, were you drinking or taking
any street drugs?

IF ¥ES: Any change in the amount you were taking?

Just before this began, were you taking any
medications ,other than antidepressants?

IF YES: Any change in the amount you were taking?

to a general medical condition

IF GENERAL MEDICAL CONDITION OR
SUBSTANCE THAT CAN BE ETICLOGICALLY
ASSOCIATED WITH MANIA/HYPOMANIA, GO
TO *GMC/SUBSTANCE,” A.51 AND RETURN
HERE TO MAKE RATING OF "1" OR "3"

Etiological general medical conditions include:
degenerative neurclogical illnesses (e.qg.,
Huntington's disease, multiple sclerosis),
cerebrovascular disease (e.q., stroke), metabolic
conditions (e.g., Vitamin B-12 deficiency, Wilson's
disease), endocrine conditions (e.g.,
hyperthyroidism), viral or other infections, and
certain cancers (e.g., cerebral neoplasms).

Etiological substances include: alcohol,
amphetamines, cocaine, hallucinogens, inhalants,
opicids, phencyclidine, sedatives, hypnotics, and
anxiolytics. Medications include psychotropic
medications (e.g., anxiolytics), corticostercids,
anabolic steroids, isoniazid, antiparkinson
medication (e.g., levodopa), and
sympathomimetics/decongestants
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Were you on antidepressant treatment when this
episode began?

EPISODE PRECIPITATED BY SOMATIC 0]
ANTIDEPRESSANT TREATMENT (BEGAN 1
WITHIN TWO MONTHS OF STARTING OR

CHANGING ANTIDEPRESSANT TREATMENT).

CODE "3" IF APPLICABLE TO EPISODE

wO

IF YES RECORD IN MEDICATION SECTION OF
OVERVIEW

NOTE: FOR THE GENETICS STUDY AND IN
DISTINCTION TO DSM IV, MANIC AND
HYPOMANIC EPISODES THAT ARE CLEARLY
PRECIPITATED BY SOMATIC
ANTIDEPRESS-ANT TREATMENT (E.G.,
MEDICATION, ELECTROCONVULSIVE
THERAPY, LIGHT THERAPY, SLEEP
DEPRIVATION, HERBAL TREATMENTS) DO
COUNT TOWARD A DIAGNOSIS OF BIPOLAR
DISORDER

IF ¥ES, How long were you on it?

IF UNCLEAR:
I= this your worst episode of depression?

Is this the first episode?

RECORD NUMBER OF WEEKS

[ ]

MANIC EPISODE CRITERIA A, B, C AND D ARE

CODED "3" [faise

HYPOMANIC EPISODE CRITERIAA, B, C, D, E, |fa|se

AND F ARE CODED "3"

IF NO MANIC OR HYPOMANIC OR MIXED
EPISODES, GO TO DYSTHYMIC DISORDER.
HOWEVER, IF CODED FOR A MIXED EPISODE
IN THE DEPRESSION SECTION, SKIP TO
SUMMARY QUESTIONS FOR MIXED EPISODE.

FIRST AND WORST
MANIA/HYPOMANIA:

DETERMINE WHETHER OR NOT EACH o 0
EPISODE IS THE FIRST AND/OR THE WORST
MANIAHYPOMANIA. CODE "3" FOR ONLY ONE
FIRST AND ONE WORST EPISODE. THEY MAY
BE THE SAME EPISODE AND MAY NOT
ALWAYS BE CODEDINEORC(LE. DORE
MAY ACTUALLY BE EARLIER OR MORE
SEVERE ONCE RECALLED).

w

w

IF UNKNOWN: Have you ever attempted suicide
during a manic episode?

SUICIDALITY IN MANIA
Has made a suicide attempt

w30
=0

rQ
wO
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[PROBE FOR PSYCHOTIC SYMPOTMS IN EACH
CODED EPISODE. INCLUDE MIXED STATES IN
NEXT SECTION]

During this episode of (MANIA) did you have any
beliefs or ideas that you later found out were not
true? (Like believing that you had powers and
abilities others did not have? Cr that you had a
special mission, perhaps from God? Or that
someone was trying to harm you? How certain were
you?)

IF YES, DESCRIBE:

Did you see or hear things other people could not
see or hear?
IF YES, DESCRIBE:

O Dysphoria
O Euphoria

Probe for Psychotic Symptoms: Per Episode

IF DELUSIONS OR HALLUCINATIONS ARE
SUSPECTED, PROBE FURTHER TO
DETERMINE THE COMTENT AND WHETHER
THE BELIEFS WERE HELD WITH CERTAINTY.
[NOTE: IF PSYCHOTIC SYMPTOMS ARE
PRESENT DURING PREVIOUSLY CODED
HYPOMANIA, IT SHOULD BE RECODED AS
FULL MANIA]

-3 O
-0
w O

IF YES, PLEASE CHECK: O Delusions

O Hallucinations

END OF EPISODE SPECIFIC QUESTIONS. CONTINUE WITH NEXT CODED EPISODE.

AFTER REVIEWING ALL NECESSARY EPISODES, CONTINUE BELOW.
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MODIFIED SADSPERSONS SCALE:

MODIFIED SADPERSONS SCALE

Pnemonic Characteristic
Score
S Sex Male
1
A Age <19 or >45
1
D Depression, hopelessness  Admits to
2
P Previous attempts/
Psychiatric care Inpatient or out patient
1
E Ethanol or drugs History or clinical signs
1
R Rational thought (loss of) Organic brain syndrome, psychosis
2
S Separated, widowed, divarced
1
O Organised, serious attempt  Or life-threatening presentation
2
N No social support
1
S Stated future attempt Or ambivalent
2
A score of < 5 indicates that the patient may probably be discharged
A score of 6 or more requires psychiatric consult
A score of > 9 means that the patient will require admission
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