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1 2. 8
CPMS
CPMS
CPMS
CPMS
CPMS 2 CPMS
4 4,000/mm?3
2,000/mm3 CPMS
10 4,000/mm3
2,000/mm3
CPMS
CPMS 1
CPMS http://www.clozaril-tekisei.jp/shared/pdf/cpms_4-3.pdf
CPMS CPMS
3
1 CPMS
26 : 1
26 3.2 1
1 4,000 /mm?® 2,000 /mm?®
2 4,000 /mm?® 2,000 /mm?
3,000 /mm?® 1,500 /mm?
4,000 /mm?® 2,000 /mm?
4 1
4
1. 3,000 /mm? 1,500 /mm? 18
2. 500 /mmd
3. CPMS
4.
a) 3,500 /mm?® 2,000 /mm* 26
2 CPMS
3 10



2016 10 25
CPMS

2021 3 20

http://www.jscnp.org/news/news 20210323 02.pdf

. 26 1 52

. CPMS

2021 3 25

20 12 25 20 8



26
4
10 8
2
2
14
3. 4
1995
2,000 /mm3
V.
1 52
3
3
1 52
1.1
26
1.3

52

1,000 /mm3

2020

2
500 /mmd
4 2
42
4 27 2020 5 25
1 4 1
3,000 /mm3
2,000 /mm3 1,000 /mm3
500 /mm?3 1,000
2.
8.
26 1



1 26 1
CPMS 18 52
4 IV.1.2
. 4 1301 1201 1202 1203
77
2
98 16 1493
2 91 57
2
346,355 3 77
9 1,600 (0.46) 2 (2.60)
9 4,261 (1.23) 8(10.39)
9 2,490 (0.72)° 3(3.90)
%
a = CPMS
b)
) 500 /mm?
d) 1 2
1
21
1990 1 5 2003 6 30 231 /1,000
6.54 /1,000 493 /1,000 2004 1 1
2007 5 31 0.70 /1,000 0.24 /1,000 219 /1,000
4
3 5
41990 1 5 2003 6 30 2004 1 1 2007 5 31

1998



1990 2 5 2000 9 1
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Briefing Book for Psychopharmacological Drugs Advisory Committee Meeting (June 16, 2003)
1 1990 2 5 1997 10 1 5
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IV.1.6

1.3.1 Meta-analysis examining the epidemiology of clozapine-associated neutropenia (Acta
Psychiatr Scand 2018; 138: 101-9)

Medline EMBASE PsycINFO [clozapine OR clopine OR zaponex OR clozaril] AND

[neutropenia OR agranulocytosis]

108 82 7 10 0
1,500 /mm?3 1,000 /mm3 500 /mm3
119,592 15,728 452,774 38
95% 38 2752 % 13 1017 % 0.9 0.7-
11 %
95% 0.013 0.01-
0.017 %
21 1628 %
1 2 45 12 18 24 36 48 100
500 /mm3 42 15 12 06 04 04 03
0.3 500 /mm3 89% 12
¢ Pubmed [(clozapine OR clopine OR zaponex OR clozaril OR fazaclo OR versacloz) AND (neutropenia OR
agranulocytosis)] 2021 3 26 [((Clozapine/ TH or IAL)
or (Clozapine/TH or /AL)) and (( /TH or /AL) or ( /TH or /AL))]
2021 3 26
7 Pubmed [(clozapine OR clopine OR clozaril OR fazaclo OR versacloz) AND ("adverse effect*" OR "adverse
reaction*" OR "adverse drug reaction*" OR "side effect*") AND (Japan* OR ethnic* OR race)] 2021 3 26
[((Clozapine/TH or /AL) or (Clozapine/TH or /AL)) and (
/AL or /AL) and (( /TH or JAL) or ( /TH or /AL) or ( /TH or /AL))] 2021
3 26
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1.3.2 The prevalence of agranulocytosis and related death in clozapine-treated patients: a

comprehensive meta-analysis of observational studies (Psychol Med 2020; 50: 583-94)

Medline EMBASE PsycINFO WanFang Chinese National Knowledge Infrastructure
Sinomed?® [clozapine OR clozaril OR leponex] AND [agranulocytosis OR granulocyte
deficiency OR agranulocytopenia OR aleucocytosis OR aeukocytosis OR hypoleucocytosis OR
leucopenia OR leukopenia OR neutropenia OR sudden death OR unexpected death OR mortality OR
death]

36 500 /mm3
95% 04 0306 %
95% 0.05 0.03-0.09 %
10.0 6.1-
158 %
14
1.4.1 The American Psychiatric Association Practice Guideline for the Treatment of Patients
With Schizophrenia 3" ed 2019
6
15

1.5.1 New Oxford Textbook of Psychiatry, 2nd edition (Oxford University Press, 2012)
4 18
26

8 WanFang Chinese National Knowledge Infrastructure Sinomed
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1.6.1
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2.3.2 CPMS

CPMS
2020; 23: 1041-9

24

1

2.4.1 When can patients with potentially life-threatening adverse effects be rechallenged with
clozapine? A systematic review of the published literature (Schizophr Res 2012; 134:180-6)
1972 2011 7 2
112 0 30% 34/112
15 0
80% 12/15

2.4.2 Rechallenge with clozapine following leucopenia or neutropenia during previous therapy
(Br J Pscychiatry. 2006; 188: 255-63)
1998 2003 53
38% 20/53 20
55 20
815

2.4.3 Clozapine rechallenge after neutropenia or leucopenia (J Clin Psychopharmacol. 2016; 36:

377-80)
1996 2014 3,000 /mm?3
1 pubmed [(clozapine OR clopine OR zaponex OR clozaril OR fazaclo OR versacloz) AND (neutropenia OR
agranulocytosis) AND (reinitiation OR rechallenge OR restart OR readministration)] 2021 3 26
[((Clozapine/TH or /AL) or (Clozapine/TH or /AL)) and (( /TH or
/AL) or ( /TH or /AL)) and ( /AL or ( /TH or /AL))] 2021 3
26
2 Medline [clozapine] AND [rechallenge]

16



1,500 /mm3 19
32% 6/19
1,000 /mm3 2 1

2.4.4 Clozapine rechallenge after major adverse effects: Clinical guidelines based on 259 cases
(Am J Ther. 2018; 25: e218-23)
1972 1 2017 6 13
203 1 37% 75/203
17 0
82.3% 14/17

2.4.5 There is life after the UK clozapine central non-rechallenge database (Schizophr Bull. 2021;
Epub ahead of print)

2002 2019 10 central non-rechallenge database
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3 10 62
3 1 CNRD CNRD
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5 WARNINGSAND PRECAUTIONS

5.1 Severe Neutropenia

CLOZARIL Treatment and Monitoring in the General Patient Population (see Table 2)

Obtain a CBC, including the ANC value, prior to initiating treatment with CLOZARIL to ensure the presence of a normal

baseline neutrophil count(equalto orgreater than 1500/uL) and to permit later comparisons. Patients in the genera
population with an ANC equal to or greater than (>)1500/uL are considered within normal range (Table 2) and are eligible
toinitiate treatment. Weekly ANC monitoring isrequired for al patients during thefirst 6 months of treatment. If apatient’s
ANC remains equal to or greater than 1500/uL for the first 6 months of treatment, monitoring frequency may be reduced
to every 2 weeks for the next 6 months. If the ANC remains equalto or greater than 1500/uL for the second 6 months of
continuous therapy, ANC monitoring frequency may be reduced to once every 4 weeks thereafter.

2020

5

1. Name of the medicinal product

In the UK, awhite cell count with a differential count must be monitored:

At least weekly for the first 18 weeks of treatment

At least at 2 week intervals between weeks 18 and 52

After 1 year of treatment with stable neutrophil counts, patients may be monitored at least at 4 week intervals

Monitoring must continue throughout treatment and for at least 4 weeks after discontinuation

Clozaril can cause agranulocytosis. Its use should be limited to patients:

- in whom regular white blood cell (WBC) counts and absolute neutrophil counts (ANC) can be performed as follows:

23




weekly during the first 18 weeks of treatment, and at |east every 4 weeks thereafter throughout treatment. M onitoring must

continue throughout treatment and for 4 weeks after complete discontinuation of Clozaril (see section 4.4.).

4. Clinical particulars

4.4 Specia warnings and precautions for use

Agranulocytosis

Because of the risks associated with Clozaril, itsuse is limited to patientsin whom therapy isindicated as set out in section
4.1 and:

» who have initially normal leukocyte findings (WBC count > 3500/mm? (3.5x10%1) and ANC > 2000/mm? (2.0x10%/1),
and

< in whom regular WBC counts and ANC can be performed weekly for the first 18 weeks and at least 4-week intervals
thereafter. Monitoring must continue throughout treatment and for 4 weeks after compl ete discontinuation of Clozaril.
White Blood Cell (WBC) counts and Absolute Neutrophil Count (ANC) monitoring

WBC and differential blood counts must be performed within 10 days prior to initiating Clozaril treatment to ensure that
only patients with normal WBC counts and ANC (WBC count > 3500/mm?3 (3.5x10%1) and ANC > 2000/mm3 (2.0x10%1))

will receive Clozaril. After the start of Clozaril treatment regular WBC count and ANC must be performed and monitored
weekly for the first 18 weeks, and at least at four-week intervals thereafter.

2020

1

WARNINGSAND PRECAUTIONS
AGRANULOCYTOSIS
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PATIENTS MUST HAVE A NORMAL WHITE BLOOD CELL (WBC) COUNT AND DIFFERENTIAL COUNT PRIOR
TO STARTING CLOZAPINE THERAPY. SUBSEQUENTLY, A WBC COUNT AND DIFFERENTIAL COUNT MUST
BE CARRIED OUT AT LEAST WEEKLY FOR THE FIRST 26 WEEKS OF TREATMENT WITH CLOZAPINE.
THEREAFTER, IF ACCEPTABLE WBC COUNTS AND ABSOLUTE NEUTROPHIL COUNTS (ANC) (WBC
>3500/MM3 AND ANC >2000/MM3) HAVE BEEN MAINTAINED DURING THE FIRST 26 WEEKS OF
CONTINUOUS THERAPY, THE WBC COUNT AND DIFFERENTIAL COUNT CAN BE PERFORMED AT LEAST
AT TWO-WEEK INTERVALS FOR THE NEXT 26 WEEKS. THEREAFTER, IFACCEPTABLE WBC COUNTSAND
ANCS (WBC >3500/MM3 AND ANC >2000/MM?3) HAVE BEEN MAINTAINED DURING THE SECOND 26 WEEKS
OF CONTINUOUS THERAPY, THE WBC COUNT AND DIFFERENTIAL COUNT CAN BE PERFORMED AT
LEAST EVERY FOUR WEEKS THROUGHOUT TREATMENT.

THE CHANGE FROM A WEEKLY TO A "ONCE EVERY TWO WEEKS', OR FROM A “ONCE EVERY TWO
WEEKS’ TO A “ONCE EVERY FOUR WEEKS’ SCHEDULE SHOULD BE EVALUATED ON AN INDIVIDUAL
PATIENT BASISAFTER 26 AND 52 WEEKS OF TREATMENT, RESPECTIVELY. THIS DECISION SHOULD BE
MADE BASED UPON THEHEMATOLOGICAL PROFILE OF THE PATIENT DURING THE FIRST 26 OR 52 WEEKS
OF TREATMENT (AS APPROPRIATE), AS WELL AS ON THE CLINICAL JUDGEMENT OF THE TREATING
PHYSICIAN, AND IF HE/SHE DEEMS IT APPROPRIATE, A CONSULTING HEMATOLOGIST, AND ON THE
PATIENT'S WILLINGNESS TO PURSUE A GIVEN FREQUENCY OF BLOOD MONITORING. IN TURN, THE
CLINICAL EVALUATION SHOULD TAKE INTO CONSIDERATION POSSIBLE FACTORS THAT WOULD PLACE
THE PATIENT IN A HIGHER RISK GROUP.

2019

12

4. CLINICAL PARTICULARS
4.4 SPECIAL WARNINGSAND PRECAUTIONS FOR USE
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Special Precautionary Measures

Agranulocytosis

Clozaril can cause agranulocytosis. Its use should be limited to schizophrenic patients who are non-responsive to, or
intolerant of other antipsychotic drugs:

 who haveinitially normal leucocyte findings (white blood cell count > 3.5 x 10%L, normal differential blood count) and
» inwhom regular white blood cell (WBC) counts and absol ute neutrophil counts (ANC) (weekly during thefirst 18 weeks,
at least monthly thereafter throughout treatment, and for 1 month after complete discontinuation of Clozaril) can be

performed.

» Before starting Clozaril treatment, aWBC and differential count (DC) must be performed within 10 days prior to starting
Clozaril treatment to ensure that only patients with norma WBC counts and normal absolute neutrophil counts (ANC) will
receive the drug. After the start of Clozaril treatment, the WBC and ANC must be performed and monitored weekly for 18
weeks. Thereafter, the WBC and ANC must be performed at least monthly throughout treatment, and for 1 month after
complete discontinuation of Clozaril. At each consultation a patient receiving Clozaril should be reminded to contact the
treating physician immediately if any kind of infection begins to develop. Particular attention should be paid to flu-like
complaints such asfever or sore throat and to other evidence of infection, which may be indicative of neutropenia (see*4.8
ADVERSE EFFECTS (UNDESIRABLE EFFECTS)”). An immediate differential blood count must be performed if any
symptoms or signs of infection occur.

2020

8

Clozaril® can cause agranulocytosis. Its use should be limited to patients:

and inwhom regular white blood cell counts and absolute neutrophil counts can be performed asfollows: weekly during
the first 18 weeks of therapy, and at least every 4 weeks thereafter throughout treatment. Monitoring must continue
throughout treatment and for 4 weeks after complete discontinuation of Clozaril® (see section 4.4)
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4. Clinical Particulars

4.4 Specia warnings and precautions for use

White Blood Cell (WBC) counts and A bsolute Neutrophil Count (ANC) monitoring

White blood cell (WBC) and differential blood counts must be performed within 10 days prior to starting Clozaril®
treatment to ensure that only patients with normal leukocyte and absolute neutrophil counts (WBC > 3500/mm? (3.5 x
10%L) and ANC > 2000/mm?3 (2.0 x 10%L)) will receive Clozaril®. After the start of Clozaril® treatment, regular WBC
count and ANC must be performed and monitored weekly for 18 weeks, and thereafter at |east every four weeks throughout
treatment, and for 4 weeks after complete discontinuation of Clozaril®.
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5 WARNINGSAND PRECAUTIONS
5.1 Severe Neutropenia

Rechallenge after an ANC less than 500/uL (severe neutropenia)

For some patients who experience severe CLOZARIL-related neutropenia, the risk of serious psychiatric illness from
discontinuing CLOZARIL treatment may be greater than the risk of rechallenge (e.g., patients with severe schizophrenic
illness who have no treatment options other than CLOZARIL). A hematology consultation may be useful in deciding to
rechallenge a patient. In general, however, do not rechallenge patients who develop severe neutropenia with CLOZARIL

or a clozapine product.

2020

5

4, Clinical Particulars

4.4 Specia warnings and precautions for use
Agranulocytosis

Immediate discontinuation of Clozaril is mandatory if either the WBC count is less than 3000/mm?3 (3.0x10%1) or the ANC
is less than 1500/mm?3 (1.5x10%1) at any time during Clozaril treatment. Patients in whom Clozaril has been discontinued

as aresult of either WBC or ANC deficiencies must not be re-exposed to Clozaril.

Low WBC count/ANC

Immediate discontinuation of Clozaril treatment is mandatory if either the WBC count is less than 3000/mm?3 (3.0x10%/1)
or the ANC isless than 1500/mm? (1.5x10%1) during Clozaril treatment. WBC counts and differential blood counts should
then be performed daily and patients should be carefully monitored for flu-like symptoms or other symptoms suggestive
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of infection. Confirmation of the haematological values is recommended by performing two blood counts on two

consecutive days; however, Clozaril should be discontinued after the first blood count.

Following discontinuation of Clozaril, haematological evaluation is required until haematological recovery has occurred.

If Clozaril has been withdrawn and either afurther drop in the WBC count below 2000/mm? (2.0x10%1) occurs or the ANC
falls below 1000/mm?3 (1.0x10%1), the management of this condition must be guided by an experienced haematologist.

Discontinuation of therapy for haematological reasons

Patients in whom Clozaril has been discontinued as a result of either WBC or ANC deficiencies (see above) must not be

re-exposed to Clozaril.

Prescribers are encouraged to keep a record of al patients blood results and to take any steps necessary to prevent the

patient being accidentally rechallenged in the future.

2020

1

WARNINGSAND PRECAUTIONS
AGRANULOCYTOSIS

In the event of afall in total WBC to below 2.0 x 10%L or in ANC to below 1.5 x 10%L, CLOZARIL therapy must be
immediately withheld and the patient closely monitored. THE PATIENT IS TO BE ASSIGNED “NON-
RECHALLENGEABLE” STATUS UPON CONFIRMATION OF FALL IN WBC AND NEUTROPHIL COUNTS.
CLOZARIL THERAPY MUST NOT BE RESUMED. Particular attention should be paid to any flu-like complaints or
other symptoms which might suggest infection. If the patient should develop afurther fall in the WBC count to below 1.0
x 10%L, or adecrease in ANC to below 0.5 x 10%L, it is recommended that patients be placed in protective isolation with
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close observation and be watched for signs of infection by their physician. Should evidence of infection develop, the

appropriate cultures should be performed, and an appropriate antibiotic regimen instituted.

2019

12

4. CLINICAL PARTICULARS
4.4 SPECIAL WARNINGSAND PRECAUTIONS FOR USE
Special Precautionary Measures

Agranulocytosis

If the WBC falls below 3.0 x 10%L and/or the absol ute neutrophil granulocyte count drops below 1.5 x 10%/L, Clozaril must
be withdrawn at once and the patients should be closely monitored. WBC counts and differential blood counts should then
be performed daily and patients should be carefully monitored for flu-like symptoms or other symptoms suggestive of
infection. Following discontinuation of Clozaril, haematological evaluation must be continued until haematological
recovery has occurred.

« If Clozaril has been withdrawn and a further fall of WBC below 2.0 x 10%L occurs and/or the neutrophil granulocytes
decrease below 1.0 x 10%L, the management of this condition must be guided by an experienced haematologist. If possible,

the patient should be referred to a speciaised haematological unit, where protective isolation may be indicated.

Patients in whom Clozaril has been discontinued as a result of white blood cell deficiencies (WBC count < 3.0 x 10%/L

and/or absolute neutrophil count < 1.5 x 10%L), must not be re-exposed to Clozaril.

2020

8

4. Clinica Particulars
4.4 Specia warnings and precautions for use
Low WBC count and/or ANC

Immediate discontinuation of Clozaril® is mandatory if the WBC count is less than 3000/mm? (3.0 x 10%/L) or the ANC is
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less than 1500/mm?3 (1.5 x 10%L) . WBC counts and differential blood counts should then be performed daily and patients
should be carefully monitored for flu-like symptoms or other symptoms suggestive of infection. Following discontinuation

of Clozaril®, haematological evaluation is required until haematological recovery has occurred.

If Clozaril® has been withdrawn and WBC count falls further to below 2000/mm? (2.0 x 10%L) and/or the ANC falls below
1000/mm? (1.0 x 10%L), the management of this condition must be guided by an experienced haematologist. If possible,
the patient should be referred to a specialised haematological unit, where protective isolation and the administration of
GM-CSF (granulocytemacrophage colony stimulating factor) or G-CSF (granulocyte colony stimulating factor) may be
indicated. It is recommended that the colony stimulating factor therapy be discontinued when the neutrophil count has
returned to alevel above 1000/mm?3 (1.0 x 10%L).

Patients in whom Clozaril® has been discontinued as a result of white blood cell deficiencies (see above) must not be re-

exposed to Clozaril®.

It isrecommended that the haematological values be confirmed by performing two blood counts on two consecutive days;

however, Clozaril® should be discontinued after the first blood count.

31




2021 2

2020 5 4, Clinical Particulars
4.3 Contraindications

History of Clozaril-induced agranulocytosis.

2020 1 CONTRAINDICATIONS
Patients with myeloproliferative disorders, a history of toxic or idiosyncratic agranulocytosis or severe granulocytopenia
(with the exception of granulocytopenia/ agranulocytosis from previous chemotherapy). [Clozapine should not be used

simultaneously with other agents known to suppress bone marrow function.]

4. CLINICAL PARTICULARS

2019 12 4.3 CONTRAINDICATIONS

Patients with a history of drug-induced granulocytopenia/agranulocytosis, or with bone marrow disorders, should not be
treated with Clozaril®.

4. Clinical Particulars

2020 8 4.3 Contraindications

History of toxic or idiosyncratic granul ocytopenia/agranulocytosis (with the exception of granulocytopenia/agranulocytosis
from previous chemotherapy).

Drug induced agranulocytosis.
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