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1.
Purpose 目的
The purpose of this SOP is to provide instructions on the review and follow-up reports of serious adverse experience and unexpected events for any active study approved by the IEC/IRB.   The SAE must be reported by the investigators or sponsors within 10 working days after the incident occurred and unexpected events should be included in the continuing review report submitted to IEC/IRB. 
此SOP主要目的在於提供任何經人體試驗倫理委員會核准的試驗進行時所發生的嚴重不良事件及非預期事件於追蹤報告時之指引。計畫主持人或試驗委託者必須在事件發生後10個工作天內通報至人體試驗倫理委員會，非預期事件亦需於持續審查報告內說明。

Unanticipated risks are sometimes discovered during the course of studies.   Information that may impact on the risk/benefit ratio should be promptly reported to and reviewed by the IEC/IRB to ensure adequate protection of the welfare of the study participants.

試驗過程中有時發生非預期性的風險，可能影響到風險/效益比率之相關資訊應該正確地通報，人體試驗倫理委員會需檢視評估，以保護受試者。

The unanticipated risks may as well include any event that in the investigator’s opinion, may adversely affect the rights, welfare or safety of subjects in the study.  

非預期風險同時包含計畫主持人認為可能對受試者之權益、福祉或安全有不良影響之任何事件。

2.
Scope 適用範圍
This SOP applies to the review of SAE and unexpected events reports submitted by investigators, Data and Safety Monitoring Board (DSMB), sponsor, local safety monitor, IEC/IRB members or other concerned parties.

此SOP適用於由計畫主持人、資料與安全監測委員會(DSMB)、試驗委託者、實地安全監測者、人體試驗倫理委員會委員或其他相關團體所提報SAE及非預期事件報告之檢視評估。

.

3.
Responsibility職責
The primary responsibility of the IEC/IRB is to review and address SAE and unexpected events involving risks to subjects or others as well as ethics complaints.    In addition, the Committee is authorized to offer mediation under appropriate circumstances.   

人體試驗倫理委員會之主要職責在於檢視及找出SAE及非預期事件內所隱含對受試者的危險，或其他倫理問題。此外，委員會於適當情況下提供解決方案。

IEC/IRB should also make sure that researchers are made aware of the policies and procedures concerning reporting and continuing review requirements.

人體試驗倫理委員會也應確認研究人員對於持續性審查規定之相關政策及通報程序皆已瞭解。

The IEC/IRB Secretariat is responsible for first screening the assessment of the reports and seeing whether they need a review of full Board, Chairperson, other qualified IEC/IRB members or experts.

人體試驗倫理委員會的秘書處必須負責初步篩選評估報告，判斷其是否需全體會議審查，或送主席、其他委員或其他專家審查。

4.
Flow chart 作業流程
	No.
	Activity作業內容
	Responsibility負責人員

	
	
	

	1
	SAE related activities before an IEC/IRB meeting
人體試驗倫理委員會會議前之SAE相關事宜


(
	IEC/IRB Secretariat, members
人體試驗倫理委員會秘書處、委員

	1.1
	Review and determine the review channel
檢視評估及決定審查管道


(
	IEC/IRB Secretariat, members
人體試驗倫理委員會秘書處、委員

	1.2
	Criteria fof the review
審查標準


(
	IEC/IRB Secretariat, members
人體試驗倫理委員會秘書處、委員

	2
	During the IEC/IRB meeting
人體試驗倫理委員會會議舉行


(
	

	2.1
	Review and discuss
檢閱及討論


(
	IEC/IRB members and Chairperson
人體試驗倫理委員會委員及主席

	2.2
	Decide what action should be taken.
決定需採取何種行動


(
	IEC/IRB members and Chairperson
人體試驗倫理委員會委員及主席

	2.3
	Inform investigator or clinical trial office
通知計畫主持人或臨床試驗單位

	IEC/IRB Secretariat and Chairperson
人體試驗倫理委員會秘書處及主席


5.
Detailed instructions詳細說明
5.1
Before each IEC/IRB meeting人體試驗倫理委員會會議舉行之前
5.1.1
Review and determine the review channel審查及決定審查管道
· IEC/IRB Secretariat or members review the reporter’s assessment to determine whether the report requires review by full Board or by the Chairperson or other qualified IEC/IRB member(s).
· 人體試驗倫理委員會秘書處或委員審查報告者之評估，決定此報告是否需由全體會議審查，或由主席及其他適任之委員審查。
5.1.2
Criteria for the review審查標準
· The review criteria are as follows: 審查標準為下述：
· Assessment of adverse experience is unknown or unlikely  
· Report is forwarded to the Chairperson for review and determination if report should be reviewed at the convened meeting by full Board.
· 經評估此副作用為未知或罕見。
· 報告呈至主席審核，決定此報告是否應於全體委員會議中審查。
· Assessment of adverse experience is possibly caused by, or probably caused by the investigational product. 

· The report is added to the agenda for review at a convened meeting by full Board.
· 經評估此副作用可能、或很可能是由試驗藥品/儀器造成。
· 此報告應附於會議議程中，以供全體委員會議審查。
· An adverse experience/IND Safety Report has been previously seen by full Board but being resubmitted by another investigator participating in the multi-study site (as part of a multi-center/site study).

· This notification does not require full Board review.

· Reviewed by the Chairperson or other qualified IEC/IRB  members and secretariat
· 不良副作用/查驗登記藥品安全性報告曾於之前委員會會議中被提出，現又由多試驗中心之另一計畫主持人提出。
· 此通知不需全體委員會會議審查。
· 由主席或其他適任之委員及秘書處審查。
5.2
During the IEC/IRB meeting人體試驗倫理委員會會議進行
5.2.1
Review and discuss審查及討論
· After reading and reviewing the report, the Chairperson or designee entertains discussion on the study and similar adverse experiences or advisories.
· 經檢閱及審查報告，主席或其代理人主持對於此研究及相關不良副作用或建議之討論。
· If appropriate to the discussions, the Chairperson or another Board member may call for a consensus on whether to:

· Request an amendment to the protocol or the consent form.

· Request further information.

· Suspend or terminate the study.
· 如已充分討論，主席或其他委員得依據多數人意見決定：
· 要求修訂試驗計畫書或受試者同意書。

· 要求提供進一步資訊。

· 暫停或中止試驗。

5.2.2
Decide what action should be taken決定應採取何種行動
· If any of the above actions are taken, the IEC/IRB Secretariat or designee notifies the investigator of the action taken.
· 如有任何決定產生，人體試驗倫理委員會秘書處或代理人應通知計畫主持人應進行之行動。
· If the IEC/IRB takes no action, a notation is made in the minutes and the study is allowed to continue. 
· 若人體試驗倫理委員會決定不採取行動，應記錄決定，試驗准予繼續執行。

5.2.3
Inform investigator or clinical trial office通知計畫主持人或臨床試驗單位
· The IEC/IRB secretariat member drafts a formal letter to the investigators or the clinical trial office to notify them of the action they should take according to the IEC/IRB decision.
· 人體試驗倫理委員會秘書處應將委員會之決定，正式以書面通知計畫主持人或臨床試驗單位。
· Get the Chairperson to approve, sign and date the letter.
· 呈報至主席同意，簽名並註明日期。
· Send the letter and record the delivery date. 
· 寄發通知文件並記錄寄送日期。
6.
Glossary名詞解釋
	Adverse Event
不良事件
	Any untoward medical occurrence in a patient or clinical investigation participant administered an investigational product and which does not necessarily have a causal relationship with this treatment.   The adverse event can therefore be any unfavorable or unintended sign or experience associated with the use of the investigational product, whether or not related to the product.

受試者參加試驗後所發生之任何不良情況。此項不良情況與試驗藥品/儀器間不一定具有因果關係。此不良事件為使用試驗藥品/儀器後、不被預期或希望之狀況，不管是否與試驗藥品/儀器有關。



	Adverse Drug Reaction
藥物不良反應
	In the pre-clinical experience with a new medicinal product or its new usages, particularly as the therapeutic dose(s) may not established all noxious or unintended responses to the product related to any dose should be considered adverse drug reactions.  The phrase “responses to a medicinal product” means that a causal relationship between the product and the adverse event is at least a reasonable possibility, i.e., the relationship can not be ruled out. 

新藥品/儀器或新的使用途徑在臨床前使用經驗中，特別是治療劑量過去未產生毒性及非預期之反應時，此項反應與試驗藥品間，應具有合理之因果關係，且此因果關係無法被排除。

Regarding marketed products, a response to a product which is noxious and unintended and which occurs at doses normally used in man for prophylaxis, diagnosis or therapy of diseases or for modification of physiological function.

關於已上市藥品，主要為此藥品產生毒性及非預期之反應，此反應係發生於一般常使用於人體以預防、診斷或治療疾病或調整生理功能之劑量。



	IND
查驗登記新藥
	Investigational New Drugs means substances with potential therapeutic actions during the process of scientific studies in human in order to verify their potential effects and safety for human use and to get approval for marketing. 

具有治療功用製劑，於人體進行科學性研究，驗證其療效與安全性，並取得上市核准。


	SAE 

(Serious Adverse Event)
嚴重不良反應
	The adverse event is SERIOUS and should be reported when the patient outcome is: 
因試驗致發生下列嚴重不良反應者，如：
Death - Report if the patient's death is suspected as being a direct outcome of the adverse event.
死亡—如病患死亡被認為係不良反應之直接結果。

Life-Threatening - Report if the patient was at substantial risk of dying at the time of the adverse event or it is suspected that the use or continued use of the product would result in the patient's death.

Examples: Pacemaker failure; gastrointestinal hemorrhage; bone marrow suppression; infusion pump failure which permits uncontrolled free flow resulting in excessive drug dosing. 
危及生命—如病患於發生不良事件時有死亡危險，或如繼續使用試驗產品可能造成病患死亡。
例如：心臟節律器功能喪失；胃腸道出血；骨髓功能抑制；輸液幫浦功能異常造成藥物劑量過量。
Hospitalization (initial or prolonged) - Report if admission to the hospital or prolongation of a hospital stay results because of the adverse event.

Examples: Anaphylaxis; pseudomembranous colitis; or bleeding causing or prolonging hospitalization. 

導致病人住院或延長病人住院時間—如因不良事件發生導致病患需住院或延長住院時間。
例如：過敏性反應；偽膜性結腸炎；出血導致住院或延長住院時間。
Disability - Report if the adverse event resulted in a significant, persistent, or permanent change, impairment, damage or disruption in the patient's body function/structure, physical activities or quality of life.

Examples: Cerebrovascular accident due to drug-induced hypercoagulability; toxicity; peripheral neuropathy. 
永久性殘疾—如不良事件對病患身體功能/結構、身體活動或生命品質，造成嚴重性、永久性的改變、損害或傷害。
例如：因藥物引起過度凝集之腦血管意外；中毒；周邊神經病變。
Congenital Anomaly - Report if there are suspicions that exposure to a medical product prior to conception or during pregnancy resulted in an adverse outcome in the child.

Examples: Vaginal cancer in female offspring from diethylstilbestrol during pregnancy; malformation in the offspring caused by thalidomide. 
先天性畸形—如於懷孕前或懷孕期間暴露於藥品導致胎嬰兒不良結果。

例如：母親懷孕時服用diethylstilbestrol造成女性罹患子宮頸癌；thalidomide造成胎兒畸形。

Requires Intervention to Prevent Permanent Impairment or Damage – Report if suspect that the use of a medical product may result in a condition which required medical or surgical intervention to preclude permanent impairment or damage to a patient. 

Examples: Acetaminophen overdose-induced hepatotoxicity requiring treatment with acetylcysteine to prevent permanent damage; burns from radiation equipment requiring drug therapy; breakage of a screw requiring replacement of hardware to prevent malunion of a fractured long bone. 
其他可能導致永久性傷害需作處置者—懷疑因使用藥品造成需要內科或外科介入治療以防止病患永久性失能或傷害。

例如：Acetaminophen劑量過量導致肝毒性，需以acetylcysteine治療以避免永久傷害；放射線設備造成之灼傷，需以藥物治療；螺絲破損需更換以避免長骨骨折之接合不良。



	Unexpected ADR
非預期藥物不良反應
	Unexpected Adverse Drug Reaction is an adverse reaction, the nature or severity of which is not consistent with the informed consent / information sheets or the applicable product information (e.g., investigator’s brochure for the unapproved investigational product or package insert / summary of product characteristics for an approved product.   

非預期藥物不良反應是與受試者同意書/告知資訊或產品使用訊息中（例如：未上市試驗產品或內含物之主持人手冊/已上市產品之特性說明）告知之狀況與嚴重度不符的不良反應。


7.
ANNEX 附件
ANNEX 1
FF 01-018
Serious Adverse Event Report嚴重不良事件報告
ANNEX 2
FF 02-018
Unexpected Adverse Drug Reaction Report非預期藥物不良反應報告
8.
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ANNEX 1

FF 01-018

Serious Adverse Event Report   嚴重不良事件報告
	Principal Investigator:……………………………………..
計畫主持人
	Application No:               ((( / (( - ((
申請編號

	Study 計畫題目Title:……………………………………………………….
	Protocol No.:
計畫編號

	試驗藥品或醫療儀器名稱

Name of the study medicine/device………………………..…………………
	Report Date :…………
通報日期

( initial初始報告

( follow-up追踪報告

Onset date:發生日期

	Sponsor:…………………………………………………
試驗委託者
	Date of first use:

………………………..


	Subject’s initial/number:
受試者代號
	Age:
年齡
	( Male          ( Female


	Subject’s history:受試者病史

	Laboratory findings:檢驗發現


	SAE: 嚴重不良事件

	Treatment:治療
Outcome:     ( resolved      ( on-going
結果：       復原        持續進行


	Seriousness:嚴重度
( Death死亡
( Life Threatening 危及生命
( Hospitalization –( initial  ( prolong
      導致住院  延長住院
( Disability / Incapacity 殘障/失能
( Congenital Anomaly 先天性畸形
( Other其他………………………
	Relation to ( Drug  ( Device  ( study
相關性     藥品   醫療器材  研究

( Not related 無相關
( Possibly 可能相關
( Probably 極可能相關
( Definitely related 絕對有關
( Unknown 不明


	Changes to the protocol recommended?
是否建議修改試驗計劃？
	( No  ( Yes , attach proposal

	Changes to the informed consent form recommended?
是否建議修改受試者同意書？
	( No  ( Yes , attach proposal


	Reviewed by:…………………………………………………

Comment:…………………………………………………….…………………………………………………………………


	Date:…………… 

Action:…………………………………


ANNEX 2

FF 02-018

Unexpected Adverse Event Summary Report

See attachment

File name :  c:\FERCAP\FERCAPSOP3\SAEreport.doc
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