
流感臨床處置
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大綱

•流感與併發症

•流感藥物介紹

•合併療法與類固醇在流感嚴重肺部併發症之角色
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流感與併發症
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流感病毒的介紹

• Orthomyxoviridae 正黏液病毒科，Influenzavirus 流感病毒屬 
• RNA病毒
• 依照nucleoprotein核蛋白、membrane protein膜蛋白的差異，可以分成4型：A, B, C, D
• 病毒外層有兩種重要抗原（醣蛋白）：Hemaglutinin (HA, 血球凝集素)、Neuraminidase 

(NA, 神經氨酸酶)
• HA負責讓流感病毒接上受器
• NA負責讓病毒釋放，增加病毒感染力
• A型病毒再依不同的HA及NA區分亞型；B型、C型及D型流感病毒則不區分亞型，但B
型流感病毒可依抗原性不同再分為 B/Yamagata/山形株 及 B/Victoria/維多利亞株 兩個
種系 (lineage)，兩個種系可能共同或交互流行
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流感病毒的介紹
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臨床症狀

• 流感為急性病毒性呼吸道疾病，常引起發燒、咳嗽、頭痛、肌肉痠痛、疲倦、流鼻

水及喉嚨痛等。

• 10%的人有噁心、 嘔吐及腹瀉等腸胃道症狀伴隨呼吸道症狀而來。

• 多數人通常約可在1週內康復。

• 研究指出感染A型流感病毒患者出現頭痛、流鼻水、關節痛及熱痙攣等臨床症狀較感

染B型流感病毒明顯，且平均體溫較高；肌肉痠痛、小腿痛及腸胃道症狀則是B型流

感較A型流感發生機率高。
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一燒（發燒）
二痛（頭痛、明顯肌肉酸痛）

三疲倦

流感



Sam Ghebrehewet et al. BMJ 2016;355:bmj.i6258

流感 
併發症

8

流感



流感併發症

1. 肺部併發症 (Pulmonary complications)：
胸部X光有新的浸潤或實質化

2. 神經系統併發症 (Neurological 
complications)：符合下列臨床狀況至少二
項，並排除癲癇、熱痙攣等其它病因者： 
1) 急性腦病變：指突發的意識狀態、人格
或行為改變、或對人時地的判斷混淆，
持續超過 24 小時者。 

2) 局部或全身性抽筋 
3) 理學檢查呈現局部神經學症候 。
4) 腦脊髓液中白血球數目大於5/µL 。 
5) 異常的神經電生理或神經影像學發現。 

3. 心肌炎(Myocarditis)或心包膜炎(Pericarditis)：過往無
心臟疾病病史之急性心衰竭個案，符合下列任一項臨
床表現，且經醫師臨床診斷，或病理組織切片診斷為
心肌炎或心包膜炎者： 
1) 心肌酵素(CK-MB or Troponin-I/T)異常升高。 
2) 發病時的心電圖需有新的傳導異常，或心電圖變化
需符合心肌炎或心包膜炎的診斷。 

3) 心臟超音波顯示有左心室收縮異常或心包膜積
液 。

4. 侵襲性細菌感染(Invasive bacterial infection)：符合下
列臨床狀況至少一項者： 
1) 於正常情況下之無菌處檢體，如：血液、腦脊髓
液、肋膜液、 心包膜液、或關節液等，培養分離
出細菌，或抗原快速檢驗為陽性者。 

2) 敗血症或毒性休克症候群 (sepsis or toxic shock 
syndrome)。

5. 其他 (Others)：非符合上述 1～4 項臨床症狀，但個案
需於加護病房治療或死亡者。
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流感併發重症 通報定義
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流感併發重症

• 流感併發重症（此為第四類法定傳染病，需1週內通報）

• 有些人感染流感病毒後可能引起肺炎、腦炎、心肌炎及其他嚴重之繼發性感染或神經系

統疾病等嚴重併發症，而需住院治療，甚至導致死亡，稱之為流感併發重症

• 可能併發重症之高危險群

• 老年人、嬰幼兒、孕婦

• 患有氣喘、糖尿病、心血管、肺臟、肝臟、腎臟等慢性疾病

• 免疫功能不全者

• 肥胖(身體質量指數BMI≧30)
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112年流感疫苗QA問答集



流感藥物介紹
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2022 U.S. CDC  
Summary of Influenza Antiviral Treatment Recommendations

14US CDC, http://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm

Early antiviral treatment can 
Shorten the duration of fever and illness symptoms, and may 
reduce the risk of complications from influenza (e.g., otitis 
media)

Reduce death for hospitalized patients

Shorten the duration of hospitalization in hospitalized children

Antiviral treatment is recommended as early as possible for 
patients with confirmed or suspected influenza who: 

is
hospitalized

has severe, 
complicated, or 

progressive 
illness

is at higher risk 
for influenza 

complications

Antiviral treatment also can be considered for 

any previously healthy, symptomatic outpatient not at high risk with 
confirmed or suspected influenza on the basis of clinical judgment



2022 U.S. CDC  
Summary of Influenza Antiviral Treatment Recommendations
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Clinical benefit is 
greatest when 

antiviral 
treatment is 
administered 

early, especially 
within 48 hours 

of influenza 
illness onset

US CDC, http://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm

Early antiviral treatment can 
Shorten the duration of fever and illness symptoms, and may 
reduce the risk of complications from influenza (e.g., otitis 
media)

Reduce death for hospitalized patients

Shorten the duration of hospitalization in hospitalized children

Antiviral treatment is recommended as early as possible for 
patients with confirmed or suspected influenza who: 

is
hospitalized

has severe, 
complicated, or 

progressive 
illness

is at higher risk 
for influenza 

complications

Antiviral treatment also can be considered for 

any previously healthy, symptomatic outpatient not at high risk with 
confirmed or suspected influenza on the basis of clinical judgment
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無須快篩陽性
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____________________________
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各流感藥物作用機轉

 
von Itzstein M. Nat Rev Drug Discov. 2007 Dec;6(12):967-74 
Noshi T., et al. Antiviral Res. 2018 Dec;160:109-117

Adhesion Membrane 
fusion

Release

Respiratory epithelial cell

mRNA transcription

Viral RNA replication

Nucleus

Protein 
synthesis

Budding

Adamantanes 
e.g. amantadine and rimantadine

NA inhibitors 
e.g. oseltamivir, peramivir, zanamivir, laninamivir*

Cap-dependent endonuclease inhibitor 
baloxavir
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各流感藥物作用機轉

 
von Itzstein M. Nat Rev Drug Discov. 2007 Dec;6(12):967-74 
Noshi T., et al. Antiviral Res. 2018 Dec;160:109-117

Adhesion Membrane 
fusion

Release

Respiratory epithelial cell

mRNA transcription

Viral RNA replication

Nucleus

Protein 
synthesis

Budding

Adamantanes 
e.g. amantadine and rimantadine

Adamantanes block the matrix 2 ion 
channel protein on influenza A viruses, 
preventing the migration of viral RNA to 
the nucleus. Due to widespread 
resistance, this class of antiviral is no 
longer in clinical use
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各流感藥物作用機轉

 
von Itzstein M. Nat Rev Drug Discov. 2007 Dec;6(12):967-74 
Noshi T., et al. Antiviral Res. 2018 Dec;160:109-117

Adhesion Membrane 
fusion

Release

Respiratory epithelial cell

mRNA transcription

Viral RNA replication

Nucleus

Protein 
synthesis

Budding

NA inhibitors 
e.g. oseltamivir, peramivir, zanamivir, laninamivir*

Neuraminidase inhibitors block 
neuraminidase activity and prevent 
release of newly formed viral 
particles from the cell surface 
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各流感藥物作用機轉

 
von Itzstein M. Nat Rev Drug Discov. 2007 Dec;6(12):967-74 
Noshi T., et al. Antiviral Res. 2018 Dec;160:109-117

Adhesion Membrane 
fusion

Release

Respiratory epithelial cell

mRNA transcription

Viral RNA replication

Nucleus

Protein 
synthesis

Budding

Cap-dependent endonuclease inhibitor 
baloxavir

Baloxavir is the first globally-
approved influenza treatment that 
inhibits cap-dependent 
endonuclease activity



流感抗病毒藥物

21

季節性流感防治工作手冊2023年修訂



流感抗病毒藥物
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季節性流感防治工作手冊2023年修訂

M2 protein抑制劑

抗藥性問題嚴重

已不建議用來治療流感



流感抗病毒藥物
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季節性流感防治工作手冊2023年修訂

神經胺酸酶

抑制劑

目前治療主流

口服 吸入 注射



流感抗病毒藥物
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季節性流感防治工作手冊2023年修訂

核酸內切酶抑制劑

口服



流感抗病毒藥物
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季節性流感防治工作手冊2023年修訂

核酸內切酶抑制劑

口服

支持療法-

醫師評估投以症狀緩解藥物
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台灣感染症醫學會-抗流感病毒藥物使用建議
抗流感藥物使用對象、劑量與療程

台灣感染症醫學會-抗流感病毒藥物使用建議（2024年修訂版)

藥物 Oseltamivir
Capsule

Oseltamivir Oral
Suspension Zanamivir Peramivir Baloxavir Marboxil 

使用方式 
吞服/無法吞服者（如需
使用鼻胃管者）則打開
膠囊泡水或糖漿服用

經調配後服用 經口吸入
單次點滴靜脈注射15 分鐘以

上

單次口服
可以磨粉

適用年齡
成人及兒童

(含一個月大新生兒)
成人及兒童

(含一個月大新生兒) 5 歲(含)以上 小兒(早產兒及新生兒除外)及
成人

成人及兒童
(5 歲以上) 

標準治療
劑量

輕症 重症 輕症 重症 輕症 重症 輕症 重症 輕症 重症

13歲以下依體重
調整劑量；

13歲(含)以上或體重
40kg以上者75mg BID

40kg以下兒童依體重
調整劑量；

40kg以上兒童或成年人
及青少年為75mg BID

10mg 
BID

不建議
使用

成人
300mg; 
小兒 

10-12 mg/kg

成人
 600mg QD

<20kg單次服用20mg

≧20 至 <80kg
單次服用 40mg

≧80kg 
單次服用 80mg 

現無
臨床
數據

標準療程 5天 5天 5天
現無
臨床
數據

5天 單次
可依症狀連
續多日反覆
投予

單次

懷孕哺乳不建議懷孕哺乳: 利>弊投予懷孕哺乳: 利>弊投予
懷孕哺乳首選
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台灣感染症醫學會-抗流感病毒藥物使用建議
預防性抗流感藥物使用對象、劑量與療程

台灣感染症醫學會-抗流感病毒藥物使用建議（2024年修訂版）

藥物 Oseltamivir
Capsule

Zanamivir Baloxavir Marboxil 

使用方式 吞服；無法吞服者（如需使用鼻胃管
者）則打開膠囊泡水或糖漿服用

經口吸入
口服
可以磨粉

適用年齡
成人及兒童

(含一個月大新生兒) 5 歲(含)以上 成人及兒童
(5 歲以上) 

建議療程
• 非群突發狀況下,建議使用七天
• 群突發狀況下建議使用14 天或直至最
後一位病患發生症狀起七天後

• 非群突發狀況下,建議使用七天
• 群突發狀況下建議使用14 天或直至最後
一位病患發生症狀起七天後

單次口服

建議劑量
13 歲以下依體重調整劑量；

13 歲(含)以上或體重40kg 以上者75mg 
QD

10mg QD

<20kg單次服用20mg;
≧20 至 <80kg
單次服用 40mg；

≧80kg 
單次服用 80mg 減半劑量
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RNA polymerase inhibitor

台灣感染症醫學會-抗流感病毒藥物使用建議（2024年修訂版）



Oseltamivir 
(Tamiflu®, Eraflu®)
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Oseltamivir significantly reduces the frequency of secondary illness and exacerbation of 
underlying conditions; survival is also significantly improved in seriously ill patients who 
are hospitalized with severe influenza. 

30

2003~2008
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32https://apps.who.int/iris/bitstream/handle/10665/352453/9789240040816-eng.pdf?sequence=1&isAllowed=y



Prophylaxis with Oseltamivir in seasonal influenza

Household contacts

Dutkowski R. Oseltamivir in seasonal influenza: cumulative experience in low- and high-risk 
patients. J Antimicrob Chemother. 2010 Apr;65 Suppl 2(Suppl 2):ii11-ii24.

33

Elderly nursing home residents



Oseltamivir phosphate (Tamiflu®)
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CCr >60 30-60 10-30 ≤ 10 HD CAPD
Treatment 

dose 75mg BID 30mg BID 30mg QD X 30mg stat, then 30mg 
after every HD

30mg stat, 
single dose

Prophylaxis 
dose 75mg QD 30mg QD 30mg QOD X 30mg stat, then 30mg 

after alternate HD
30mg stat, 
then QWK

成人及青少年(≥ 13 歲)

Sanford guide 2024



Oseltamivir phosphate (Tamiflu®)
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1 歲或以上兒童

HD

7.5mg every HD

10mg every HD

15mg every HD

30mg every HD



Oseltamivir phosphate (Tamiflu®)
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未滿1歲兒童 (3mg/kg) 此建議劑量不適用於胎齡未滿 36 週的嬰兒

克流感仿單2016



Safety
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• North America, Europe and the Southern Hemisphere

• N=11675

• Including healthy adults, elderly/ high-risk subjects, and children aged 1–12 years

• Oseltamivir 5 days course

Dutkowski R, Thakrar B, Froehlich E, Suter P, Oo C, Ward P. Safety and pharmacology of oseltamivir in clinical use. Drug Saf. 
2003;26(11):787-801.



Safety

38克流感仿單2016



Zanamivir (Relenza®)
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Zanamivir

40

奇美醫院藥劑部衛教資訊網站 
https://www.chimei.org.tw/main/cmh_department/59012/info/5500/A5500265.html



Zanamivir

41

奇美醫院藥劑部衛教資訊網站 
https://www.chimei.org.tw/main/cmh_department/59012/info/5500/A5500265.html
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26 RCT, N= 11897  
雖然說 Zanamivir 效果最好 (HR:0.67),但所有藥物 
(Tamiflu, rapiacta, Xofluza)的HR都約在0.7左右



43



不適用吸入型 Zanamivir 的情況

•流感肺炎需住院治療者

•免疫不全病人流感快篩檢驗陽性

•預期無法配合正確使用吸入型者

•預期吸入粉末型藥物後可能會出現支氣管痙攣者 

   ( 如：COPD 及氣喘病人 )。

44台灣感染症醫學會-抗流感病毒藥物使用建議（2024年修訂版）



Peramivir (Rapiacta®)
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試驗概要-第四期上市後的觀察性試驗

47

*No records were available for 4 patients. 
療效指標： 
1. Time to alleviate fever (from ＞37.5℃ to＜37℃)  
2. Time to alleviate symptoms (cough, rhinorrhea, arthralgia, general malaise) 
3. Time to eliminate the influenza virus 
試驗國家: Japan (November 2012 to March 2013)

試驗目的: 評估各抗病毒藥物治療門診流感病患之效果 
試驗組別：Peramivir 成人: 300mg; 兒童: 10mg/kg IV Infusion over 15-30min once 
                  Oseltamivir 兒童＞37.5 kg及成人: 150mg BID PO 5 days; 
                                     兒童＜37.5kg: 4mg/kg/day PO 5 days 
                  Zanamivir＞5歲兒童及成人: 20mg BID INH 5 days  
                  Laninamivir＞10歲兒童及成人40mg or 20mg INH once

共191例 (Open Label) (6m - 95y)

peramivir 53例 laninamivir 44例 oseltamivir 51(47*)例 zanamivir 39例

 Influenza Onset＜48hr 
 尚未接受任何治療 
 無其他疾病

Takemoto Y, et al. Chemotherapy 2013;59:373–378
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Peramivir tended to reduce 
fever duration

Peramivir: 1.32 ± 0.79 days
Laninamivir: 1.72 ± 1.03 days
Zanamivir: 2.10 ± 1.12 days
Oseltamivir: 1.86 ± 1.02 days

*p=0.002

Takemoto Y, et al. Chemotherapy 2013;59:373–378

#p=0.0059

Time to alleviate fever

Takemoto Y, et al. Chemotherapy 2013;59:373–378



Peramivir rapidly alleviated 
clinical symptoms

†p=0.002

Takemoto Y, et al. Chemotherapy 2013;59:373–378

Peramivir: 3.28 ± 1.35 days 
Laninamivir: 4.31 ± 0.92 days 
Zanamivir: 4.46 ± 0.84 days 
Oseltamivir: 4.27 ± 1.08 days 

*p=0.002
＃p＜0.001

Recover from symptoms

49
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Peramivir tended to eliminate 
the virus sooner

Takemoto Y, et al. Chemotherapy 2013;59:373–378

Peramivir: 3.71 ± 1.38 days
Laninamivir: 4.09 ± 1.23 days
Zanamivir: 4.33 ± 1.38 days
Oseltamivir: 4.75 ± 1.47 days

Eliminate the Influenza Virus

Takemoto Y, et al. Chemotherapy 2013;59:373–378



Daily Household Secondary Infection Rate

• Compared with no treatment, all NAIs reduced the daily SIR of influenza A, with the 
extent of daily SIR reduction ranging from 49% with oseltamivir to 75% with 
peramivir.

51Hirotsu N., et al. Influenza Other Respir Viruses. 2018 Jul 10. doi: 10.1111/irv.12590.

Daily Household Secondary Infection Rates for Influenza A

(unadjusted estimate)

0.00%

0.75%

1.50%

2.25%

3.00%

peramivir n=378 zanamivir n=248 untreated n=27

2.87%

1.13%
0.90%

1.47%

0.71%

75%
49%



Daily Household Secondary Infection Rate

Hirotsu N., et al. Influenza Other Respir Viruses. 2018 Jul 10. doi: 10.1111/irv.12590.

Adjusting for the following covariates of patients with infectious ability in a household using the logit link function: age, time from onset to start of treatment, 
and influenza vaccine in the same season

■ adjusted  □ unadjusted

Type A

相較於未使用抗病毒藥物治療者，Rapiacta較Oseltamivir降低
38%每天傳染給家人的機會

52
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Rapiacta®適應症及用法用量

適應症: 治療成人及一個月大以上兒童之A型及B型 

              流感病毒急性感染

＜本藥限由醫師使用＞ 

• 宜於症狀發生後48小時內使用本藥。 

• 成人建議劑量為300 mg，每次最多不得超過600 mg，15分鐘以上。 

• 單次點滴靜脈注射。 

• 兒童建議劑量為10 mg/kg，每次最多不得超過600 mg，15分鐘以上單次點滴靜脈注射。 

• 連續投予之經驗有限。 

• 腎功能不全病人：請依腎功能情況調整投予劑量，血液透析病人請於透析後投予。
Rapiacta® 瑞貝塔®仿單
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Rapiacta®腎功能不全患者之血中濃度及建議劑量

Ccr (mL/min)
１次投與量

一般情形

 Ccr≥50 300 mg

30 ≦ Ccr＜50 100 mg

10* ≦ Ccr＜30 50 mg

腎功能不全患者之建議劑量

(mean)

0 （hr）

100000

12 24 36 48 60 72

（ng/mL)

10000

1000

100

10

1

血
中
濃
度

正常 (Ccr＞80)
輕度 (50 ≦ Ccr ≦ 80)
中度 (30 ≦ Ccr＜50)
重度 (Ccr＜30)

測定法：LC/MS/MS

Ccr: Creatinine clearance (肌酐酸清除率) 
*Creatinine clearance <10 mL/min及接受血液透析的病患，請審慎調整投與量。Peramivir會因血液透析而快速自血中清除。 61



Rapiacta®不良反應

• 主要不良反應： 
• 腹瀉(5.8%)、嗜中性白血球減少(2.8%)、蛋白尿(2.5%) 

• 其他不良反應： 

55

不良反應類別 發生頻率 ≧ 1% 

消化道 噁心、嘔吐

肝臟 AST(GOT)、ALT(GPT)上升

腎臟
蛋白尿、尿中β2微球蛋白 (β2-microglobulin)上

升、NAG上升
血液 淋巴球增加

其他 血中葡萄糖增加

Rapiacta® 瑞貝塔®仿單Rapiacta® 瑞貝塔®仿單



Highlight of Adverse Events

Peramivir Placebo

300 mg QD 
N=99

600 mg QD 
N=99

N=100

No. (%) of patients with ≥ 1 event 87 (87.9) 90 (90.9) 91 (91.0)

Adverse events (≥ 6% in either group) 
〔n (%) of patients〕

Monocyte % increased 20 (20.2) 18 (18.2) 31 (31.0)

Blood glucose increased 18 (18.2) 17 (17.2) 18 (18.0)

Diarrhea 14 (14.1) 15 (15.2) 17 (17.0)

Lymphocyte % increased 14 (14.1) 14 (14.1) 5 (5.0)

Proteinuria present  9 (9.1) 11 (11.1) 18 (18.0)

β2 Microglobulin in urine increased 14 (14.1) 8 (8.1) 11 (11.0)

Blood bilirubin increased 7 (7.1) 8 (8.1) 7 (7.0)

Alanine aminotransferase increased 4 (4.0) 7 (7.1) 8 (8.0)

Aspartate aminotransferase increased 1 (1.0) 7 (7.1) 6 (6.0)

Nausea 3 (3.0) 6 (6.1) 1 (1.0)

β-N-Acetyl-D-glucosaminidase 9 (9.1) 5 (5.1) 5 (5.0)
56Kohno S, et al. Antimicrob Agents Chemother. 2010;54(11):4568-74

第Ⅱ期臨床試驗，日本

Incidence of all adverse events for peramivir was comparable to that for placebo. 
Adverse events were generally mild to moderate.

與安慰劑組相比，副作用發生比率不管是使用
Peramivir 300mg或600mg皆與安慰劑相當
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Number of Patients (%)
Peramivir 

300 mg (N=364)
Peramivir 

600 mg (N=364) 
Oseltamivir 

75 ｍg (N=365)

≥ 1 AEs 170 (46.7) 174 (47.8) 178 (48.8)
Neutrophil count decreased 39 (10.7) 38 (10.4) 34 (9.3)

Diarrhea 24 (6.6) 30 (8.2) 27 (7.4)

Protein present in urine 17 (4.7) 16 (4.4) 22 (6.0)

Blood glucose increased 11 (3.0) 14 (3.8) 12 (3.3)

Urine positive for WBCs 14 (3.8) 8 (2.2) 16 (4.4)

Nausea 8 (2.2) 8 (2.2) 20 (5.5)

Vomiting 2 (0.5) 6 (1.6) 15 (4.1)

≥ 1 ADRs 51 (14.0)* 66 (18.1) 73 (20.0)
Diarrhea 14 (3.8) 20 (5.5) 19 (5.2)

Neutrophil count decreased 9 (2.5) 14 (3.8) 13 (3.6)

Nausea 2 (0.5) 7 (1.9) 16 (4.4)

Rapiacta®不良事件(AE)與藥物不良反應(ADR)

Kohno S, et al. Antimicrob Agents Chemother. 2011 Nov;55(11):5267-76

AEs, adverse events; ADRs, adverse drug reactions; WBCs, white blood cells 
Data are shown only for AEs or ADRs that occurred at a frequency of 3% in any of the three groups

(*p=0.0382) 

第Ⅲ期臨床試驗，多國

藥物不良反應發生率，於Peramivir 300mg組為14.0% (p=0.0382) ， 

顯著低於oseltamivir組的20.0%，Rapiacta的安全性應當比Tamiflu高



Post-marketing evaluation  - 門診病人(包含兒童) ADRs
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Adverse Drug Reactions

Events 78 events

Incidence rate 4.34% (51/1174)

Most frequently reported

Diarrhea 1.87% (22/1174)

Vomiting 0.85% (10/1174)

Nausea 0.68% (8/1174)

• The most frequently reported ADRs were 
diarrhea, vomiting, and nausea (1.87%, 
0.68% and 0.85%). 

• No ADR was reported as serious. 

• Of 78 ADRs, 47.4% (37 events) developed on 
the day of administration, 29.5% (23 events) 
on the following day, and 14.1% (11 events) at 
2 days after administration. 

• Apart from the one event whose outcome was 
unknown, all ADRs resolved or improved 
without after effects. 

• Resolution was swift in most cases and noted 
on the day of onset (12 events, 15.4%) or 1 
day (33 events, 42.3%), 2 days (15 events, 
19.2%), 3 days (2 events, 2.6%), or 4-7 days 
after onset (13 events, 16.7%), i.e., mostly 
within 7 days after onset (75 events, 96.2%).

Takuji Komeda, et al. J Infect Chemother 20 (2014) 689-695



Baloxavir (Xofluza®)

59



Baloxavir marboxil (Xofluza)紓伏效
• 口服劑型 (20mg/tab)，僅需服用單次劑量

• 於2018年在日本及美國先後取得許可證上市的 
Baloxavir，藉由抑制流感病毒的 Cap 依賴型核酸內切酶
(Cap dependent endonuclease)破壞病毒在人體複製機制

• 適用成人及5歲以上兒童

• 副作用: 腹瀉，噁心

• 肝腎功能: CCr>30, Child A-B無需調整劑量

• 使用: 
 

<20kg 單次服用  20mg (1 tab)
20~<80kg 單次服用  40mg (2 tab)
>=80kg 單次服用  80mg (4 tab) 

紓伏效中文仿單

• 服藥時，可與或不與食物併服，但應避
免和乳製品、高鈣飲品、含多 價陽離子
緩瀉劑、抗酸劑或口服補充劑(例如：
鈣、鐵、鎂、硒或鋅) 併服。 

60



Baloxavir藥物動力學特性支持單次口服使用

半衰期可長達
49-91小時!
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Xofluza針對門診流感病患的效果及安全性 
(CAPSTONE-1 Study)

Phase III, randomised, double-blind study of baloxavir vs placebo or oseltamivir in otherwise 
healthy adults and adolescents with influenza

N= 1436 (B-612, P-310, O-514), 2016-2017, 12-64yr

Hayden et al. N Engl J Med. 2018 Sep 6;379(10):913-923



Baloxavir停止排出病毒及降低病毒量較Oseltamivir快

Baloxavir較Oseltamivir快3倍時間停止排出病毒 Baloxavir使用24小時即能較Oseltamivir多降低
100倍的病毒量

1天

Hayden et al. N Engl J Med. 2018 Sep 6;379(10):913-923
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Baloxavir提早緩解流感症狀及退燒

Baloxavir (n=455) Placebo (n=230)

Median (95% CI), hours 53.7  
(49.5, 58.5)

80.2  
(72.6, 87.1)

Difference (95% CI), hours −26.5 (−35.8, −17.8)
P-value* <0.001

Baloxavir Placebo p value

Median Time to Resolution of Fever* 24.5 hrs 42.0 hrs P < 0.001

Hayden et al. N Engl J Med. 2018 Sep 6;379(10):913-923

Baloxavir較Placebo快一天緩解症狀

Baloxavir較Placebo快一天退燒
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跟Oseltamivir沒有差別



Xofluza針對家內傳播預防
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• Multicenter, double-blind, randomized, placebo-controlled trial 
• 2018–2019 season in Japan 
• 374 in the baloxavir group and 375 in the placebo group



Xofluza可減少家內傳播發生
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Adjusted risk ratio, 0.14
95% confidence interval  (0.06 
to 0.30; P<0.001)

1.9%

13.6%

Ikematsu H, Hayden FG, Kawaguchi K, Kinoshita M, de Jong MD, Lee N, Takashima S, Noshi T, Tsuchiya 
K, Uehara T. Baloxavir Marboxil for Prophylaxis against Influenza in Household Contacts. N Engl J Med. 
2020 Jul 23;383(4):309-320
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1. Hayden et al. N Engl J Med. 2018 Sep 6;379(10):913-923
2. Ison MG et al. Lancet Infect Dis. 2020 Oct;20(10):1204-1214.
3. Ikematsu H, et al. N Engl J Med. 2020 doi: 10.1056/NEJMoa1915341.

一般流感病患1 流感高危險群病患2 流感預防3

•

• 單次口服即完成療程

• 快速停止排出病毒及
降低病毒量

• 快速緩解流感症狀及
退燒

• 安全性與安慰劑相當

•

• 症狀改善所需時間與
Oseltamivir相當

• 顯著較Oseltamivir快2
天停止排出病毒

• 顯著較安慰劑降低流
感併發症發生率

• 安全性與安慰劑相當

•

• 可預防暴露後罹患流
感風險達86% 

• 對兒童、成人、是否
具高危險因子、是否
接種過疫苗，預防流
感之效果皆相當

• 安全性與安慰劑相當

Baloxavir 特點

重症⽬前沒有⾜夠證據⽀持使⽤



Combination therapy in 
severe Influenza 
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Variables 
Demographics

Oseltamivir 
(n=122)

Peramivir  
(n=40)

Oseltamivir + 
Peramivir (n=29)

P values

Age 64 (48.8-77) 67 (46.3-72.8) 66 (57-73) .839

Male  (%) 81 (66.4) 32 (80.0) 18 (62.1) .196

Comorbidity  (%) 84 (68.9) 26 (65.0) 18 (62.1) .748 

O s e l t a m i v i r 
administered≤48h  (%)

6 (4.9) 1 (2.5) 0 (0) .243 

SOFA score 7 (6-8) 7 (6-8.5) 7 (7-8.5) .574

Outcomes

60-daymortality, n 
(%)

49 (40.2) 15 (37.5) 9 (31.0) .658

Influenza A-associated severe pneumonia in hospitalized patients:  
Risk factors and NAI treatments

Int J Infect Dis. 2020 Mar;92:208-213

● combination therapy (oseltamivir-peramivir vs. monotherapy) showed no differences in 60-day mortality  
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Combination treatment with the cap-dependent endonuclease 
inhibitor baloxavir marboxil and a neuraminidase inhibitor in a 
mouse model of influenza A virus infection

J Antimicrob Chemother. 2019 Mar 1;74(3):654-662.

Combination treatment with baloxavir acid and oseltamivir acid 
in vitro and baloxavir marboxil and oseltamivir phosphate in 
mice produced synergistic responses against influenza virus 
infections, suggesting that treating humans with the 
combination may be beneficial.
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Lancet Infect dis. 
2022 May;22(5):718-730. doi: 10.1016/S1473-3099(21)00469-2. Epub 2022 Jan 24. 

• Double blind RCT, 124 centres across 25 countries,  Jan 8, 2019 ~March 16, 2020
• Patients aged 12 years or older, hospitalization
• National Early Warning Score ≥ 2
• Baloxivir + NAIs (241) VS. Placebo + NAIs (125)

• Baloxavir was administered orally on day 1 and day 4 (40 mg for bodyweight <80 kg, or 80 mg for ≥80 
kg), and on day 7 if no clinical improvement had occurred by day 5.

• The NAIs included in this study were oseltamivir, zanamivir, and peramivir.
• Aim: Median time to clinical improvement 
• Median time to clinical improvement was 97.5 h (95% CI 75.9 to 117.2) in the baloxavir group and 100,2 h 

(75.9 to 144.4) in the control group (median difference −2.7 h [95% CI −53·4 to 25·9], p=0.467). 
• Combining baloxavir with NAIs did not result in superior clinical outcomes compared with NAIs alone.



Adjunctive steroids in 
severe Influenza 
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Impact of corticosteroid treatment on clinical outcomes of 
influenza-associated ARDS: a nationwide multicenter study 

MJ Tsai. et al. Ann Intensive Care. 2020 Feb 27;10(1):26.

• Taiwan, Multicenter, retrospective cohort study
• 241 patients, October 2015-March 2016, 8 

centers
• Early corticosteroid treatment was associated 

with a significantly increased hospital mortality in 
adult patients with influenza‑associated ARDS. 

• early corticosteroid treatment: ≥ 200 mg 
hydrocortisone equivalent dose within 3 days after 
ICU admission

• hospital mortality: with early corticosteroid 
treatment vs. without [43.5% (37/85) vs. 19.2% 
(30/156), p < 0.001]

• [adjusted odds ratio (95% CI) = 5.02 (2.39–
10.54), p < 0.001]
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Use of corticosteroids in influenza-associated acute respiratory 
distress syndrome and severe pneumonia: a systemic review and 
meta-analysis

Sci Rep 10, 3044 (2020). 

• 15 Studies, N= 6427, 2010-2018

• The meta-analysis results showed that corticosteroid 
therapy was associated with significantly higher 
mortality (OR 1.53, 95% CI [1.16, 2.01]) and incidence 
of nosocomial infection (OR 3.15, 95% CI [1.54, 6.45])  

• Current data do not support the routine use of 
corticosteroids in patients with influenza severe  
pneumonia or ARDS.  
 

74



In Summary…
• EARLY antiviral agent can shorten the course of influenza and reduce 

complication
• The benefit of antiviral agent combination therapy is controversial in 

severe influenza 
• The routine use of steroid in influenza-associated acute respiratory 

distress syndrome and severe pneumonia is not recommended
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台灣感染症醫學會-抗流感病毒藥物使用建議
抗流感藥物使用對象、劑量與療程

台灣感染症醫學會-抗流感病毒藥物使用建議（2024年修訂版)

藥物 Oseltamivir
Capsule

Oseltamivir Oral
Suspension Zanamivir Peramivir Baloxavir Marboxil 

使用方式 
吞服/無法吞服者（如需
使用鼻胃管者）則打開
膠囊泡水或糖漿服用

經調配後服用 經口吸入
單次點滴靜脈注射15 分鐘以

上

單次口服
可以磨粉

適用年齡
成人及兒童

(含一個月大新生兒)
成人及兒童

(含一個月大新生兒) 5 歲(含)以上 小兒(早產兒及新生兒除外)及
成人

成人及兒童
(5 歲以上) 

標準治療
劑量

輕症 重症 輕症 重症 輕症 重症 輕症 重症 輕症 重症

13歲以下依體重
調整劑量；

13歲(含)以上或體重
40kg以上者75mg BID

40kg以下兒童依體重
調整劑量；

40kg以上兒童或成年人
及青少年為75mg BID

10mg 
BID

不建議
使用

成人
300mg; 
小兒 

10-12 mg/kg

成人
 600mg QD

<20kg單次服用20mg

≧20 至 <80kg
單次服用 40mg

≧80kg 
單次服用 80mg 

現無
臨床
數據

標準療程 5天 5天 5天
現無
臨床
數據

5天 單次
可依症狀連
續多日反覆
投予

單次

懷孕哺乳不建議懷孕哺乳: 利>弊投予懷孕哺乳: 利>弊投予
懷孕哺乳首選


