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Question 
 

In patients with rapid (or ultra rapid) cycling bi-polar disorder how effective is clozapine compared to 

any other treatment in achieving a period of euthymic mood for sufficient time to allow discharge? 

 

Clarification of question using PICO structure (PICTRO for diagnostic questions) 

 

Patients: patients with rapid (or ultra rapid) cycling bi-polar disorder 

Intervention: clozapine 

Comparator: Any other treatment  

Outcome: euthymic mood 

 

Clinical and research implications 

 

No definite clinical implications can be made from the available evidence. Currently, there are no 

trials that evaluate the effectiveness of clozapine in comparison with other treatments exclusively in 

patients with rapid cycling bi-polar disorder. Evidence that address this BEST question is based on a 

subgroup analysis of a RCT – and in this analysis, only one outcome was evaluated (Brief Psychiatric 

Rating Scale).  Study authors noted the need for further evidence-based research in this area, which 

would help develop more targeted treatments.  

 

What does the evidence say? 

Number of included studies/reviews (number of participants) 

One open-label randomised controlled trial (RCT) compared clozapine add-on therapy with 

treatment-as-usual in 38 patients with treatment resistant illness and a history of mania (Suppes et 

al 1999). A post-hoc subgroup analysis of this study compared the results of patients with rapid 

cycling (RC) bipolar disorder with patients with non-rapid cycling (NRC) bipolar disorder (Suppes et al 

2004).  

 

Main Findings 

The RCT reported that after one year of treatment with clozapine add-on, there were significant 

improvements in mania and mood (as assessed by the Brief Psychiatric Rating Scale (p=0.001), the 

Bech-Rafaelsen Mania Scale (p=0.01), the Clinical Global Impression Scale (p=0.02), the Scale for the 

Assessment of Positive Symptoms (p=0.005), and the Scale for the Assessment of Negative 

Symptoms (p=0.02)), but not for depression (as assessed by the Hamilton Depression Rating Scale), 

when compared to treatment as usual (no clozapine). However, the subgroup post-hoc analysis 



demonstrated that patients with RC bipolar disorder had a less robust overall response (assessed 

using the Brief Psychiatric Rating Scale) to clozapine add-on than non-rapid cycling (NRC) bipolar 

patients. 

 

Authors Conclusions 

The authors of the RCT concluded that the study results support the acute and prophylactic mood-

stabilising property of clozapine. The authors also stated that patients who were treatment-resistant 

or intolerant of usual treatment options experienced significant and persistent clinical gains with 

clozapine add-one therapy. The authors of the post-hoc subgroup analysis concluded that clozapine 

was more effective in NRC patients with a history of mania compared with patients with a recent 

history of RC.  

 

Reliability of conclusions/Strength of evidence 

The RCT was open-label, and as the authors acknowledged, this may have biased the results. Details 

of the randomisation process, and allocation concealment were not reported so that overall, this 

trial has an unclear of bias, and the reliability of the results is unknown.  The results of the post-hoc 

subgroup analysis should be considered as exploratory.   

 

What do guidelines say?  

No UK clinical guidelines were found that discuss the use of clozapine in rapid or ultra rapid cycling 

bipolar disorder.  
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Study Details 

RCTs 

Author 

(year) 

Inclusion criteria Number of 

participants 

Summary of results Risk of bias 

Suppes 

(1999) 

Population – patients with a history of 

mania; DSM-IV criteria for bipolar type, 

bipolar type 1 disorder, or schizoaffective 

disorder. Other inclusion criteria were a 

mood episode within the last year, 

between 18-65, ongoing illness symptoms, 

and a documented history of treatment 

resistance.  Patients with onset of illness 

after age 40 were excluded.  

Intervention – Clozapine add-on therapy 

(any participants treated with 

carbamazepine had the treatment tapered 

off before beginning experimental 

treatment) 

Comparison – Treatment as usual  

Outcomes – outcome measures were 
taken at baseline and every 2 weeks for 3 
months after. Patients were administered 
18 item Brief Psychiatric Rating Scale 
(BPRS), the Clinicial Global Impression 
Scale (CGI), the Bech-Rafaelsen Mania 
Scale, the 24-item Hamilton Depression 
Rating Scale, the Scale for the Assessment 
of Positive Symptoms (SAPS), the Scale for 
the Assessment of Negative Symptoms 
(SANS) (30), and the Abnormal Involuntary 
Movement Scale (AIMS). Patients 
completed a 40-item somatic complaint 

N = 38 Random regression analysis found significant differences in 

favour of clozapine compared with treatment-as-usual on the 

BPRS (p=0.001), the Bech-Rafaelsen Mania Scale (p=0.01), the 

Clinicial Global Impression Scale (p=0.02), the Scale for the 

Assessment of Positive Symptoms (p=0.005), and the Scale 

for the Assessment of Negative Symptoms (p=0.02). There 

was no differences between groups for the Hamilton 

depression scale (p=0.06).  The results were consistent when 

other statistical techniques were used (change in slope of 

rating scale scores).  

 

Total medication use over one year significantly decreased in 

the clozapine group.  

 

Somatic effects increased in patients taking clozapine, but 

there were no significant differences between the treatment 

groups.  

 

The authors also reported that most clinical improvements 

were observed in the first 6 months, and were sustained 

during the second 6 months.  

Unclear 



questionnaire that was reviewed by a 
clinician at each visit. 
Duration – One year 

Suppes 

(2004) 

This study is a post hoc analysis of Suppes 

1999. This analysis compared those who 

participated in the study with rapid cycling 

disorders (n=15), with those without the 

rapid cycling type (n=13). All had received 

clozapine add-on therapy. 

 

Patients meeting criteria for 

schizoaffective, bipolar type were 

considered rapid cycling (RC) if they met 

DSM-IV-TR criteria for four or more 

episodes in the previous 12 months. 

N = 28 Random regression analysis found that patients with NRC 

demonstrated significantly greater improvements (assessed 

using the Brief Psychiatric Rating Scale) than RC patients over 

a year (p<0.0001).    

 

It is noted that the RC group received a lower median dose of 

clozapine than the NRC group, although the difference was 

not statistically significant. There were no baseline 

differences between groups, other than that more women 

had RC.  

NA 

 

Risk of Bias: RCTs 

Study RISK OF BIAS 

Random 

allocation 

Allocation 

concealment 

Blinding of 

participants and 

personnel 

Blinding of 

outcome 

assessment 

Incomplete 

outcome data 

Selective 

Reporting 

Suppes et al. 1999 
  ?   ? 

NA – Open-label 
NA     ? 

Suppes et al. 2004 
NA 

NA 
NA 

NA  NA 
NA 

 

Low Risk High Risk   ? Unclear Risk  

 

 
 
 
 



Search Details 

Source Search Strategy Number of 

hits 

Relevant evidence 

identified 

SRs and Guidelines 

NICE Rapid cycling AND bipolar 11 0 

DARE  1 (rapid ADJ2 cycling) IN DARE  12  

 2 (bipolar*) IN DARE  206   

 3 (affective ADJ2 disorder*) IN DARE  133  

 4 #2 OR #3 298  

 5 #1 AND #4  

12 0 

Primary studies 

CENTRAL “ultra rapid cycling” OR “rapid cycling” or ultradian and 
“bipolar disorder” 

115 2 

PsycINFO 1. PsycINFO; ("Ultra rapid cycling" OR ultradian).ti,ab; 
483 results. 
2. PsycINFO; exp BIPOLAR DISORDER/; 17391 results. 
3. PsycINFO; (rapid adj2 cycling).ti,ab; 810 results. 
4. PsycINFO; 1 OR 3; 1266 results. 
5. PsycINFO; 2 AND 4; 705 results. 
6. PsycINFO; CLINICAL TRIALS/; 6446 results. 
7. PsycINFO; random*.ti,ab; 114205 results. 
8. PsycINFO; groups.ti,ab; 335035 results. 
9. PsycINFO; (double adj3 blind).ti,ab; 16469 results. 
10. PsycINFO; (single adj3 blind).ti,ab; 1236 results. 
11. PsycINFO; EXPERIMENTAL DESIGN/; 8424 results. 
12. PsycINFO; controlled.ti,ab; 71300 results. 
13. PsycINFO; (clinical adj3 study).ti,ab; 7052 results. 
14. PsycINFO; trial.ti,ab; 60114 results. 
15. PsycINFO; "treatment outcome clinical trial".md; 
23100 results. 
16. PsycINFO; 6 OR 7 OR 8 OR 9 OR 10 OR 11 OR 12 OR 
13 OR 14 OR 15; 515252 results. 

205  



17. PsycINFO; CLINICAL TRIALS/; 6446 results. 
18. PsycINFO; random*.ti,ab; 114205 results. 
19. PsycINFO; groups.ti,ab; 335035 results. 
20. PsycINFO; (double adj3 blind).ti,ab; 16469 results. 
21. PsycINFO; (single adj3 blind).ti,ab; 1236 results. 
22. PsycINFO; EXPERIMENTAL DESIGN/; 8424 results. 
23. PsycINFO; controlled.ti,ab; 71300 results. 
24. PsycINFO; (clinical adj3 study).ti,ab; 7052 results. 
25. PsycINFO; trial.ti,ab; 60114 results. 
26. PsycINFO; "treatment outcome clinical trial".md; 
23100 results. 
27. PsycINFO; 17 OR 18 OR 19 OR 20 OR 21 OR 22 OR 23 
OR 24 OR 25 OR 26; 515252 results. 
28. PsycINFO; CLINICAL TRIALS/; 6446 results. 
29. PsycINFO; random*.ti,ab; 114205 results. 
30. PsycINFO; groups.ti,ab; 335035 results. 
31. PsycINFO; (double adj3 blind).ti,ab; 16469 results. 
32. PsycINFO; (single adj3 blind).ti,ab; 1236 results. 
33. PsycINFO; EXPERIMENTAL DESIGN/; 8424 results. 
34. PsycINFO; controlled.ti,ab; 71300 results. 
35. PsycINFO; (clinical adj3 study).ti,ab; 7052 results. 
36. PsycINFO; trial.ti,ab; 60114 results. 
37. PsycINFO; "treatment outcome clinical trial".md; 
23100 results. 
38. PsycINFO; 28 OR 29 OR 30 OR 31 OR 32 OR 33 OR 34 
OR 35 OR 36 OR 37; 515252 results. 
39. PsycINFO; 5 AND 38; 205 results. 

EMBASE 1. PsycINFO; ("Ultra rapid cycling" OR ultradian).ti,ab; 
483 results. 
3. PsycINFO; (rapid adj2 cycling).ti,ab; 810 results. 
4. EMBASE; ("Ultra rapid cycling" OR ultradian).ti,ab; 
1511 results. 
5. EMBASE; (rapid adj2 cycling).ti,ab; 1332 results. 
6. EMBASE; exp BIPOLAR DISORDER/; 33935 results. 

7 

 

 



7. EMBASE; "bipolar disorder*".ti,ab; 20477 results. 
8. EMBASE; 4 OR 5; 2802 results. 
9. EMBASE; 6 OR 7; 38397 results. 
10. EMBASE; 8 AND 9; 918 results. 
11. EMBASE; random*.ti,ab; 770157 results. 
12. EMBASE; factorial*.ti,ab; 19837 results. 
13. EMBASE; (crossover* OR cross-over*).ti,ab; 63664 
results. 
14. EMBASE; placebo*.ti,ab; 182392 results. 
15. EMBASE; (doubl* ADJ blind*).ti,ab; 132609 results. 
16. EMBASE; (singl* ADJ blind*).ti,ab; 12842 results. 
17. EMBASE; assign*.ti,ab; 213175 results. 
18. EMBASE; allocat*.ti,ab; 72062 results. 
19. EMBASE; volunteer*.ti,ab; 162221 results. 
20. EMBASE; CROSSOVER PROCEDURE/; 35690 results. 
21. EMBASE; DOUBLE BLIND PROCEDURE/; 112171 
results. 
22. EMBASE; RANDOMIZED CONTROLLED TRIAL/; 
333721 results. 
23. EMBASE; SINGLE BLIND PROCEDURE/; 16726 
results. 
24. EMBASE; 11 OR 12 OR 13 OR 14 OR 15 OR 16 OR 17 
OR 18 OR 19 OR 20 OR 21 OR 22 OR 23; 1261049 
results. 
25. EMBASE; 10 AND 24; 199 results. 
26. EMBASE; 25 [Limit to: Exclude MEDLINE Journals]; 7 
results. 

MEDLINE 1. PsycINFO; ("Ultra rapid cycling" OR ultradian).ti,ab; 

483 results. 

3. PsycINFO; (rapid adj2 cycling).ti,ab; 810 results. 

4. MEDLINE; ("Ultra rapid cycling" OR ultradian).ti,ab; 

1345 results. 

5. MEDLINE; (rapid adj2 cycling).ti,ab; 1046 results. 

6. MEDLINE; 4 OR 5; 2359 results. 

535  



7. MEDLINE; exp BIPOLAR DISORDER/; 29520 results. 

8. MEDLINE; "bipolar disorder*".ti,ab; 14464 results. 

9. MEDLINE; 7 OR 8; 33401 results. 

10. MEDLINE; 6 AND 9; 805 results. 

11. MEDLINE; "randomized controlled trial".pt; 342813 

results. 

12. MEDLINE; "controlled clinical trial".pt; 85716 

results. 

13. MEDLINE; randomized.ab; 259597 results. 

14. MEDLINE; placebo.ab; 142189 results. 

15. MEDLINE; "randomized controlled trial".pt; 342813 

results. 

16. MEDLINE; "controlled clinical trial".pt; 85716 

results. 

17. MEDLINE; randomized.ab; 259597 results. 

18. MEDLINE; placebo.ab; 142189 results. 

19. MEDLINE; "drug therapy".fs; 1588372 results. 

20. MEDLINE; randomly.ab; 189206 results. 

21. MEDLINE; trial.ab; 269143 results. 

22. MEDLINE; groups.ab; 1226128 results. 

23. MEDLINE; 15 OR 16 OR 17 OR 18 OR 19 OR 20 OR 21 

OR 22; 3066581 results. 

24. MEDLINE; 10 AND 23; 535 results. 

Summary NA NA  

 

 

 

 



Disclaimer 

BEST in MH answers to clinical questions are for information purposes only. BEST in MH does not make recommendations. 

Individual health care providers are responsible for assessing the applicability of BEST in MH answers to their clinical practice. BEST 

in MH is not responsible or liable for, directly or indirectly, any form of damage resulting from the use/misuse of information 

contained in or implied by these documents. Links to other sites are provided for information purposes only. BEST in MH cannot 

accept responsibility for the content of linked sites. 
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