表格1. 氯氮平治疗；在COVID-19疫情期间如何指导患者服用氯氮平。
请注意，每个部分中的所有问题都是相互关联的，应该结合阅读。
[bookmark: _Hlk36409103][bookmark: _Hlk36482314]检索信息: Public Health England, Royal College of Psychiatrists (RCPsych), Royal College of Nursing (RCN), The National Association of Intensive Care and Low Secure Units (NAPICU), NICE, RCPsych with British Geriatric Society and European Delirium Association, Royal College of Physicians, Healthcare Improvement Scotland, Prof D Taylor (Director of Pharmacy), SLAM NHS Trust, CDC (Centers for Disease Control and Prevention), US Department of Labor, American Psychiatric Association, Massachusetts General Hospital Psychiatry, WHO, IASC (Inter Agency Standing Committee), UNICEF, WPA, Singapore Ministry of Health, Singapore Psychiatric Association, Singapore Medical Association, Health Canada (Government department), Canadian Psychiatric Association, Australian Government Department of Health, Royal Australian and New Zealand College of Psychiatrists, National Hospice and Palliative Care Organisation, USA, Association for Palliative Medicine of Great Britain and Ireland, Hospice UK, Marie Curie, European Association for Palliative Care, Palliative Care Australia.
表格1中使用的信息来源: Public Health England, Royal College of Psychiatrists (RCPsych), SLAM NHS Trust (via RCPsych), www.oxfordhealthformulary.nhs.uk, Consensus statement on the use of clozapine during the COVID-19 pandemic.

	临床问题
	指南
	作者
参考文献/网址获取更多信息

	
	
	

	开始使用氯氮平

	能让患者开始使用氯氮平吗?
	在疫情期间，除非能确保正常的血液学监测，否则患者开始安全使用氯氮平治疗是不太推荐的。在少数住院病的条件下，在相关的氯氮平病人监测服务提供数据下，开始服用氯氮平是可以采取的措施 (见表格 2a 获取更多住院病人的建议)。





对于刚开始使用氯氮平的患者，建议在治疗的前6个月坚持中性粒细胞计数监测。
	RCPsych

https://www.rcpsych.ac.uk/about-us/responding-to-covid-19/responding-to-covid-19-guidance-for-clinicians/community-and-inpatient-services-covid-19-guidance-for-clinicians

(Medication section clozapine sub-section) 

http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf
(Recommendation 1)

	
	
	

	白细胞计数在COVID- 19感染下的意义

	如果服用氯氮平的患者出现可能或已感染COVID-19的症状该怎么办？
	注意：与中性粒细胞减少症相关的其他感染（非COVID-19）可能引起与COVID-19类似的症状。



对于服用氯氮平的患者出现感染症状（包括发烧，喉咙痛和流感样症状），强烈推荐急查中性粒细胞计数。
（在英国标准中，可能会要求患者停掉氯氮平，直到接受这种血液检查的结果为止。持续服用氯氮平但不进行血液检查将超出其许可使用范围）

请参阅当地指南. (下面是一个来自Oxford Health NHS Trust 的指南: http://www.oxfordhealthformulary.nhs.uk/docs/Clozapine%20-%20information%20for%20health%20care%20professionals%20-%20COVID%2019%20memov3.pdf?UID=9231316452020421181841)

紧急的医生评估可以面对面或远程医疗进行。

如果服用氯氮平的患者出现发烧和类似流感的症状，出现氯氮平中毒的迹象和症状可能需要临床医生将氯氮平的剂量减少一半。持续低剂量直到发热消退3天后，然后逐步增加氯氮平至发热前剂量。氯氮平水平有助于临床决策，特别是在大量改变剂量、反应不足或出现意外不良反应之后。
任何有关氯氮平剂量变化和监测的决定都应记录在案，并与作为与患者和家属/护理人员进行充分沟通。
确保充分了解患者并获得信息(例如：https://www.choiceandmedication.org/oxfordhealth/generate/handyfactsheetclozapinecovid19.pdf)
	RCPsych

https://www.rcpsych.ac.uk/about-us/responding-to-covid-19/responding-to-covid-19-guidance-for-clinicians/community-and-inpatient-services-covid-19-guidance-for-clinicians

(Medication section, clozapine sub-section)

Professor David Taylor, Director of Pharmacy 23rd March 2020

https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/policy/clozapine---emergency-protocol-for-patients-on-monthly-monitoring.pdf?sfvrsn=555b86d5_2








http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf
(Recommendation 2)


http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf
(Recommendation 3)

http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf


	当患者可能受COVID-19感染影响时，该如何评估白细胞计数？
	冠状病毒感染可降低淋巴细胞计数，但不会减少中性粒细胞。

感染COVID-19的患者白细胞计数较低，这主要是由于淋巴细胞减少。由于氯氮平的监测参数包括总的白细胞计数，服用氯氮平且感染COVID-19的患者，白细胞计数可能低于在常规情况下需要中断氯氮平治疗的上限。但是，中断氯氮平治疗的目的是保护患者免受中性粒细胞减少和粒细胞缺乏症的影响。在COVID-19感染的情况下，如果在低白细胞计数中，中性粒细胞水平存处在正常范围或非危险值，则可以安全地继续使用氯氮平。


	https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/policy/clozapine-and-blood-dyscrasias-in-patients-with-coronavirus-(covid-19).pdf?sfvrsn=1d28f4b_2





	如果服用氯氮平的COVID-19患者的白细胞偏低，是否应该停用？
	当无法控制的精神病症状（其他药物不起效）可能对安全地控制感染患者带来挑战时，考虑中止氯氮平等有效抗精神病药物治疗的风险也很重要。因此，除非低中性粒细胞计数决定停止治疗，否则建议必须继续氯氮平治疗。
	https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/policy/clozapine-and-blood-dyscrasias-in-patients-with-coronavirus-(covid-19).pdf?sfvrsn=1d28f4b_2


(South London and Maudsley NHS Foundation Trust document on Clozapine and blood dyscrasias and COVID- 19)


	该如何处理难以维持推荐的血液检查频率？

	可以改变血液监测的频率吗？

	与往常一样，必须对服用氯氮平的患者进行集中监控白细胞和中性粒细胞计数。有效的验血的频率和验血周期取决于氯氮平诱发的中性粒细胞减少和粒细胞缺乏症的风险。如果没有有效的监测，分发或服用氯氮平是不推荐的。
对于每月监测的患者：
如果氯氮平患者符合以下标准：
•连续服用氯氮平超过一年，并且
•没有ANC <2000 / µl（如果有良性种族性中性粒细胞减少症，则<1500 / µl），并且没有安全的嗜中性粒细胞的检测方法，并且
•如果要中断氯氮平治疗，恶化的风险很高
则可以在近期（42天内）没有中性粒细胞计数的情况下服用氯氮平。
也就是说，在目前情况下，全血细胞计数的有效期现已延长至12周，从上一次正常的全血细胞计数结果之日起，最大处方时间为12周。

但请注意，过去42天内在没有全血细胞计数的情况下使用氯氮平超出了氯氮平许可的范围。

关于持续氯氮平治疗6-12个月的患者的中性粒细胞计数监测的决定可以根据具体情况而定。


不管中性粒细胞计数如何监测，氯氮平患者应继续定期接受临床精神状态评估，并通过面对面或远程问诊对潜在的药物不良反应进行评估。
	RCPsych

https://www.rcpsych.ac.uk/about-us/responding-to-covid-19/responding-to-covid-19-guidance-for-clinicians/community-and-inpatient-services-covid-19-guidance-for-clinicians

(Medication section) 


Professor David Taylor, Director of Pharmacy 23rd March 2020

https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/policy/clozapine---emergency-protocol-for-patients-on-monthly-monitoring.pdf?sfvrsn=555b86d5_2









http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf (Recommendation 1)

http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf
(Recommendation 1)


	如果患者常规的全血细胞监测受到干扰该怎么做?

	在通常可能因全血细胞结果而停用氯氮平的情况下，临床医生可以请求允许扩展个别患者的血液测试的适用范围。当地精神卫生专家将审阅该请求并在48小时内回复。本地服务机构必须确定负责审核请求的本地专家。请参阅氯氮平处方变更要求的示例。
（当地准则可能会要求临床医生在扩大血液检验的适用范围之前填写许可表格，而不是使用氯氮平规定变更的要求（请参阅当地准则以获取更多详细信息））。

可以决定在有效血液检验的许可使用期限之外提供氯氮平，以满足特定患者的需求。推荐和提供氯氮平的原因应向患者充分解释并记录在患者的医疗记录本中。

	RCPsych

https://www.rcpsych.ac.uk/about-us/responding-to-covid-19/responding-to-covid-19-guidance-for-clinicians/community-and-inpatient-services-covid-19-guidance-for-clinicians

(medication section)

	如果患者正在进行自我隔离，那么血液检查该如何进行？
	社区心理健康团队将需要考虑如何继续提供关键的护理：接受氯氮平，锂或多动症药物治疗的患者的血液检查。如果患者自我隔离或无法前往诊所进行检测，则需要做出其他安排以确保人们可以使用常规药物和进行监测。这可能包括进行家访以进行强制性测试以确保患者安全（取决于当地政策和建议）。
	Public Health England, 25/03/20, page 11:

https://www.england.nhs.uk/coronavirus/wp-content/uploads/sites/52/2020/03/Managing-demand-and-capacity-across-MH-LDA-services_25-March-final.pdf


	是否考虑对员工培训进行改变?
	继续对员工进行健康保健方面的培训和技能提升，以确保有足够的员工进行强制性血液检测：对于使用氯氮平，锂或ADHD药物的患者，这可能包括药房人员进抽血以及有关感染控制的更新知识，技能和实践（请参阅英国建议https://www.england.nhs.uk/coronavirus/primary-care/infection-control/）。
	Public Health England, 25/03/20, page 4: https://www.england.nhs.uk/coronavirus/wp-content/uploads/sites/52/2020/03/Managing-demand-and-capacity-across-MH-LDA-services_25-March-final.pdf


	能在哪里可以找到有关氯氮平特定品牌的信息？
	供应氯氮平的三家公司已发布了有关氯氮平和COVID-19病毒的指南。 该信息已直接从每个公司发送到提供各自品牌氯氮平的药房。 可以从info@ztas.co.uk（zaponex），Denzapine @ britannia-pharm.com（denzapine）和CPMS@mylan.co.uk（cloraril）中获得更多详细信息。
	RCPsych

https://www.rcpsych.ac.uk/about-us/responding-to-covid-19/responding-to-covid-19-guidance-for-clinicians/community-and-inpatient-services-covid-19-guidance-for-clinicians

(medication section)

	氯氮平和COVID-19是否还有其他风险？

	COVID-19感染会改变氯氮平的血药浓度吗？
	严重感染有时与氯氮平血药浓度升高有关，这可能是由于对代谢的直接影响或因为戒烟会逆转肝酶的诱导作用（或两者兼而有之）。

如果服用氯氮平的患者出现发烧和类似流感的症状，出现氯氮平中毒的迹象和症状可能需要临床医生将氯氮平的剂量减少一半。持续低剂量直到发热消退3天后，然后逐步增加氯氮平至发热前剂量。氯氮平水平有助于临床决策，特别是在大量改变剂量、反应不足或出现意外不良反应之后。

	https://www.rcpsych.ac.uk/docs/default-source/improving-care/better-mh-policy/policy/clozapine-and-blood-dyscrasias-in-patients-with-coronavirus-(covid-19).pdf?sfvrsn=1d28f4b_2

(South London and Maudsley NHS Foundation Trust document on Clozapine and blood dyscrasias and COVID- 19)

http://jpn.ca/wp-content/uploads/2020/04/45-4-200061.pdf
(Recommendation 3)


	氯氮平治疗的患者是否更有患COVID-19的风险？
	没有明确的指南显示会增加风险。

参考附件文章中的讨论点。


	James P Pandarakalam, Consultant Psychiatrist, Department of Psychiatry, Northwest Boroughs Healthcare NHS FoundationTrust

https://www.bmj.com/content/368/bmj.m1071/rr
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Coronavirus (COVID-19) and Clozapine
Information for Health Care Professionals

General information

e Clozapine is an antipsychotic medication licensed for use in Treatment-Resistant schizophrenia (TRS).
Oxford Health NHS Foundation Trust uses the brand Denzapine™ in the majority of clozapine-treated
service-users and the associated Denzapine Monitoring Service (DMS).

e Asmall number of patients are prescribed Clozaril™ (Marlborough House, Milton Keynes) which is
managed by the Clozaril Patient Monitoring Service (CPMS).

e Clozapine can cause agranulocytosis in approximately 1 percent of patients, as well as neutropenia,
and regular monitoring of leucocytes and neutrophils is essential, particularly early in treatment when
risk is highest

e Supply of clozapine by the designated pharmacy/clinic occurs on receipt of a ‘green’ result via DMS
covering the period until the next blood test.

Blood Test Validity

e Regular testing of white cell count (WCC) and neutrophil (NC) is a requirement for treatment with
clozapine. Supply of clozapine is dependent on a valid blood test being obtained and entered into the
DMS website. The frequency of blood tests changes with duration of treatment, meaning that the
quantity of clozapine that can be supplied also changes. Please see the table below.

Duration of Usual Usual quantity Maximum clozapine
treatment Monitoring supplied supply
frequency
1-18 weeks Weekly 7 days 10 days
19-52 weeks Fortnightly 14 days 21 days
>52 weeks 4-weekly 28 days 42 days

e NOTE - any dispensing beyond the designated maximum supply is considered an “off-label” supply

Patients with no symptoms of COVID-19 who are not self-isolating

e Blood testing should continue as normal

e Patients in the Community may be unable to have routine, planned blood tests because GP
surgeries/hospital phlebotomy departments have changed their operational status to deal with the
COVID-19 crisis. We are aware that a number of GP surgeries are not currently engaging in face to face
appointments.

e There is the potential for treatment breaks in clozapine due to this situation.

e DMS has advised that where patients are unable to have a blood test, there is an option to extend
clozapine supply by a further 4 weeks for all patients

e This is a decision that needs to be taken by the Responsible Clinician and we would advise contacting
the Medicines Advice team or a Clinical Pharmacist to discuss. It is considered “off-label” use and may
not be a suitable option for all patients, depending on past history of RED or AMBER results. An off-
label form must be completed by the Responsible Clinician for the patient and sent to DMS by e-mail
to Denzapine@britannia-pharm.com.
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e The DMS off-label treatment agreement form is available on the homepage of the Trust’s formulary
(www.oxfordhealthformulary.nhs.uk) or by clicking here.

e Alternatively, clinicians can contact DMS directly, but please let the Pharmacy team know if extended
supply is agreed. The contact details for DMS are at the end of this document.

e Currently, extending the supply to weekly patients by 4 weeks is not recommended by the Trust on
the basis that the first 18 weeks of treatment are deemed the highest risk period for the occurrence of
agranulocytosis/ neutropenia. However, there may be times when a limited extension is needed to
avoid a treatment break and the Pharmacy department should be contacted for advice and an off-
label form should be completed in this situation.

e Blood testing for those patients who require weekly or fortnightly blood tests or who have had an
AMBER result (WCC 23.0 x 10%/1 to <3.5 x 10°/I and/or NC 21.5 x 10°/I to <2.0 x 10°), must be
prioritised and it may be necessary for healthcare staff to attend a patient’s home.

e Use the Domiciliary Visits Care Pathway-COVID-19 to ascertain whether personal protective
equipment and techniques are required. If so, please refer to Covid-19 OH ‘Carrying Out Essential
Care’: Standard Operating Procedure [both available on the Trust intranet].

Patients with no symptoms of COVID-19 who are self-isolating

e Continue clozapine treatment.

e Continue blood testing- patients who are self-isolating should not attend health care settings
(clozapine clinic, GP surgery, hospital).

e Blood tests should be taken at home, using personal protective equipment and techniques as

recommended by the Trust. See Covid-19 OH ‘Carrying Out Essential Care’: Standard Operating
Procedure.

e Patients requiring weekly and fortnightly blood tests or those with ‘amber’ results must be prioritised.

Patients with mild symptoms of COVID-19

e Patients are generally advised to contact the mental health team as soon as possible if any kind of
infection begins to develop while on clozapine, with particular attention paid to flu-like symptoms
such as fever (temperature >37.5°) or sore throat and other evidence of infection. NOTE: fever is a
common symptom of COVID-19 along with cough**.

e Blood tests should be taken at home, using personal protective equipment and techniques as
recommended by the Trust. See Covid-19 OH ‘Carrying Out Essential Care’: Standard Operating
Procedure.

e Perform an URGENT full blood count, advise patient to withhold the next dose, and communicate
result to DMS/CPMS. Evaluate the patient for underlying infection or development of agranulocytosis.
If the result is GREEN, continue clozapine, discuss amber/red results with DMS/CPMS (Red result-
STOP treatment).

e Fever and rises in CRP can cause a rise in clozapine levels so taking a trough plasma level is advisable if
a patient is showing increased side effects (see BNF) - a temporary dose reduction may be necessary
until infection resolves.

e Please refer to information below on clozapine plasma levels.

Patients with Severe Respiratory lliness

e In patients with severe respiratory iliness- WITHHOLD CLOZAPINE until symptoms are resolved.

e Seek advice from the Mental Health team/OXHFT Pharmacy, including on restarting treatment when
infection is resolved, as dose-titration is required if clozapine is withheld for >48 hours and there will
be a need to contact DMS/CPMS.

o ACUTE HOSPITAL TRUSTS- contact OHFT Pharmacy for advice — see contact details below.
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Patients presenting with flu like symptoms, chest pain and shortness of breath

e  WITHHOLD CLOZAPINE. For patients presenting with flu-like symptoms, chest pain and shortness of
breath, suspect myocarditis and investigate accordingly (increased risk of myocarditis greatest in the
first 2 months of treatment).

e Seek advice from the Mental Health team/OXHFT Pharmacy, including on restarting treatment when
infection is resolved, as dose-titration is required if clozapine is withheld for >48 hours and there will
be a need to contact DMS/CPMS.

Clozapine Plasma Levels

e Arise in C-reactive protein (CRP) and a fever, which are seen during a systemic inflammatory
response, can alter clozapine metabolism via Cytochrome P450 1A2 hepatic enzymes. Metabolism is
reduced, leading to a rise in clozapine levels.

e In patients with mild respiratory illness- continue clozapine but check clozapine plasma levels. For a
meaningful level, a trough clozapine plasma level should be obtained. Contact Oxford Health
Pharmacy to request a clozapine plasma level kit by e-mail (dispensary@oxfordhealth,.nhs.uk). Please
state that the kit is required for a patient who may have symptoms of COVID-19. Samples should be
posted to ASI in the envelope provided with the kit. Please click on this ASI link for further
information. Plasma level results may be delayed, so monitor for effects of toxicity- these include
sedation, tachycardia, hypotension, constipation, myoclonus and seizures. Temporarily reducing the
clozapine dose as a precaution, may be an option while awaiting a plasma level result. Please contact
Pharmacy for further advice if needed.

*  Smoking induces metabolism of clozapine; the polycyclic aromatic hydrocarbons generated by
cigarette smoke induce the hepatic enzyme, cytochrome P450 1A2. Smokers who take clozapine, who
are experiencing a mild or severe respiratory iliness will likely smoke less or be forced to stop smoking
by the illness, which will result in an increase in clozapine plasma levels. Please see the Trust advice on
smoking and psychotropics. A trough clozapine plasma level should be taken where possible and dose
reduction considered.

Information for patients
Click for the “Handy fact sheet: Clozapine, blood testing and the coronavirus / COVID-19 outbreak”
This is also available at www.choiceandmedication.org/oxfordhealth

LOCAL ACUTE HOSPITAL TRUSTS

Oxford University Hospitals NHS Trust AND Buckinghamshire Healthcare NHS Trust.

Please notify Oxford Health NHS Foundation Trust Pharmacy of any clozapine patients who are admitted
with suspected Coronavirus so we can notify the Denzapine Monitoring Service and provide advice if
needed.

Milton Keynes University Hospitals NHS Trust
Please liaise with the CPMS regarding clozapine treated patients who are admitted with suspected
coronavirus.

Royal Berkshire NHS Foundation Trust AND Great Western Hospitals NHS Foundation Trust

Please liaise with Oxford Health NHS Foundation Trust Pharmacy if any OXHFT clozapine patients are
admitted with suspected Coronavirus so we can notify the Denzapine Monitoring Service and provide
advice if needed.

€ Need more information/advice?
Please contact the Medicines Advice Service: 01865 904365 or medicines.advice@oxfordhealth.nhs.uk





