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日    期:2020年 12月 20日（星期日）上午 08：30~下午 17：30 

地    點:中國醫藥大學教學立夫大樓 101、102、103 教室(台中市北區學士路 91 號) 

主辦單位:臺灣中西整合醫學會、臺灣中西整合消化醫學會、臺中市呼吸道健康促進協會、 

         中國醫藥大學中醫學院 

協辦單位:中國醫藥大學附設醫院肺癌團隊 

 



目 錄 
 

一、議程表  

1.中西醫整合系列研討會:【中西整合臨床實務暨用藥安全】 

1.中西醫整合系列研討會:【中西整合腎臟病及青年論文研究】 

2.臺灣中西整合醫學會:中西整合呼吸道及癌症 

3.臺灣中西整合消化醫學會:中西整合肝癌治療現況 

二、演講者及主持者簡介  

1.【中西整合臨床實務暨用藥安全】講師、座長簡介  

2.【中西整合腎臟病及青年論文研究】講師、座長簡介 

  【壁報論文展示及口頭報告】座長簡介 

3.【中西整合呼吸道及癌症】講師、座長簡介 

4.【中西整合肝癌治療現況】講師、座長簡介 
 

三、演講內容:     
【中西整合臨床實務暨用藥安全】 

1.中西整合照護體系規劃及發展趨勢-以慈濟體系為例…….王人澍 副院長/陳建仲 部主任 

2.王廷輔教授與中西整合醫學………………....................................................陳光偉 部主任 

3.中西整合住院癌症共照實務-以長庚醫療體系為例…………………………..洪裕強 教授 

4.中藥之用藥安全與法規實務…………………………………………………....張永勳 教授 
 

【中西整合腎臟病及青年論文研究】 

1.「全民健康保險中醫慢性腎臟病門診加強照護計畫」之困難與解決建議  

…………………………………………………………………………………黃尚志 理事長 

2.中醫如何運用在透析併發症之治……………………………………………蔡明彥 部主任 

3.糖尿病腎病變的中醫流行病學研究……………………………李承鴻 主治醫師/助理教授 

4.透過品質提升進行中西結合腎臟治療…………………………………………林軒名 主任 

 

【呼吸道疾病暨癌症中西整合治療新進展】 

1.中西醫結合治療胃淋巴癌--辨證論治的臨床思維………….王人澍 副院長 / 姚朝元 醫師 

2.COVID-19 重症危險因子與治療-氣喘、COPD 共病症與疫苗…………………傅彬貴 主任 

3.Innovatively unlock the mystery of Chinese medicine for cancer treatment based on 

modern scientific evidence.科學解密中醫治癌--臨床應用……………………陳博聖 醫師 

4.The Real World Data of Immunotherapy for Lung Cancer: The Experience in CMUH 

………………………………………………………………………………………..林裕超 醫師 

【中西整合肝癌治療現況】 

1.晚期肝癌西醫治療現況………………………………………………………….廖光福 主任  

2.晚期肝癌檢查哨免疫治療藥物相關副作用處理………………………….……賴學洲 主任  

3.晚期肝癌檢查哨免疫治療病例分享…………………………………………….朱家聲 醫師 

4.晚期肝癌中醫治療與整合照護現況…………………………………………….廖元敬 醫師 

 



四、壁報展示  

➢ 口頭報告組 

➢ 壁報組 

 

No 姓名 服務單位 論文題目 投稿組別 

OR01 
Bernice 

Jeanne 

Lottering 

中國醫藥大學 

針灸研究所 

TRPV1 Responses In The Cerebellum Using 

Electroacupuncture Treatment For Chronic Pain And 

Depression Co-Morbidity In A Murine Model 

原著 

(Original Article) 

OR02 李以荍 馬偕紀念醫院 
Effectiveness of Combined Treatment with Traditional 

Chinese Medicine and Western Medicine on the Prognosis 

of Patients with Breast Cancer 

原著 

(Original Article) 

OR03 薛敦品 
高雄長庚紀念醫
院 

Benefits of herbal medicine on bone mineral density in 

osteoporosis: A meta-analysis of randomized controlled 

trials 

綜論 

(Meta-analysis) 

OR04 陳壬鳴 
高雄長庚紀念醫
院 

Analgesic Effect Of Acupuncture For Patients With Rib 

Fractures – A Randomized-Controlled Trial 

原著 

(Original Article) 

No 姓名 服務單位 論文題目 投稿組別 

PCR01 周仁傑 台中慈濟醫院 中西醫結合治療重度創傷性腦損傷病例報告 
病案報告 

(Case Report) 

PCR02 郭佩珍 台中慈濟醫院 
針藥併用輔助西醫治療右腎全切除手術後雙下肢水腫

之病例報告 

病案報告 

(Case Report) 

PCR01 吳宓欣 
中國醫藥大學 
學士後中醫學系 

Management of Prurigo Nodularis with Traditional 

Chinese Medicine in a Patient: A Case Report 

病案報告 

(Case Report) 

POA02 邱伯恩 彰化秀傳醫院 
Evaluating Fu’s Subcutaneous Needling for Treating Knee 

Osteoarthritis: A Randomized Clinical Trial 

原著 

(Original Article) 

POA03 施瓊芳 

大葉大學 

食品暨應用生物

科技學系碩士班 

古籍養顏配方之抗氧化與美白評估 
原著 

(Original Article) 

POA04 蔡志宏 
台大醫院雲林分
院神經部 

Effect of acupressure at Neiguan (PC6) on headache in 

patients with migraine: study protocol 

原著 

(Original Article) 

POA05 巫孟萱 彰化基督教醫院 
The study of establishing the model of Chinese medicine 

included in drug addiction treatment 

原著 

(Original Article) 

POA06 王韻琪 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Significant association of CCND1 promoter genotypes to 

asthma susceptibility in Taiwan 

原著 

(Original Article) 

POA07 王韻琪 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

The significant interaction of excision repair 

cross-complementing group 1 genotypes and smoking to 

lung cancer risk 

原著 

(Original Article) 

POA08 王韻琪 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Significant association of MMP2 promoter genotypes to 

asthma susceptibility in Taiwan 

原著 

(Original Article) 

POA09 簡俐珊 
中國醫藥大學 
中醫學系碩士班 

Radish Seed extract Inhibit Obesity through increasing 

adipocyte thermogenesis 

原著 

(Original Article) 

POA10 王薇茹 
中國醫藥大學 
中醫學系碩士班 

Inhibitory effect of Forsythia suspense on the virulence 

factors expression in Klebsiella pneumoniae 

原著 

(Original Article) 

POA11 秦宇廷 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

The analysis and evaluation for Yin Zhi Huang 

components as novel radiosensitizers via inhibition of 

PD1/PDL1 signaling 

原著 

(Original Article) 

POA12 秦宇廷 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Synergistic antitumor effects of casticin plus 

18β-glycyrrhetinic acid on cisplatin-resistant gastric 

cancer cells 

原著 

(Original Article) 

POA13 黃岱琳 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

The contribution of MMP-7 genotypes to colorectal 

cancer susceptibility in Taiwan 

原著 

(Original Article) 

POA14 黃岱琳 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Role of genotype/phenotype of chitinase 3-like 1 in 

Taiwan allergic and non-allergic asthma 

原著 

(Original Article) 
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No 姓名 服務單位 論文題目 投稿組別 

POA15 詹凱丞 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Neuro-protective effects of α- and γ-mangostins on 

6-hydroxydopamine-induced neuroinjury 
原著 

(Original Article) 

POA16 詹凱丞 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

Investigation about anticancer effects for a novel 

combination of fluvastatin and docetaxel on prostate 

cancer cells 

原著 

(Original Article) 

POA17 林郁欣 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

The association of nuclear factor 

kappa-light-chain-enhancer of activated B cell genotype 

with Taiwan hepatocellular carcinoma susceptibility 

原著 

(Original Article) 

POA18 林郁欣 
中國醫藥大學 
泰瑞法克斯癌症
研究室 

The anticancer effects of combination of AZD1775 with 

cisplatin on non-small cell lung cancer cells and 

underlying mechanisms 

原著 

(Original Article) 

POA19 黃宜茹 

中國醫藥大學 

泰瑞法克斯癌症

研究室 

Deguelin potentiates tumor necrosis factor-α-related 

apoptosis-inducing ligand-induced oxidative stress and 

programmed cell death in hepatoma cells 

原著 

(Original Article) 

POA20 林原禾 
義大癌治療醫院
中醫科 

The Relationship between Chemotherapy Toxicity, 

Tongue Features, and Traditional Chinese Medicine 

Constitution in Colorectal Cancer Patients 

原著 

(Original Article) 

POA21 洪璽濱 
中國醫藥大學 
中醫學系碩士班 

《保嬰神術 · 按摩經》推拿手法對小兒疾病治療學術

探討 

原著 

(Original Article) 

POA22 簡冠維 
中國醫藥大學針
灸研究所碩士班 

Effect on Symptomatic Release of Remote Fu’s 

Subcutaneous Needling on Patients with Biceps 

Tendinopathy 

原著 

(Original Article) 

POA23 林英超 
台中慈濟醫院 
神經醫學中心 

Demethoxycurcumin induces apoptosis in HER2 

overexpressing bladder cancer cells through degradation 

of HER2 and inhibiting the PI3K/Akt pathway 

原著 

(Original Article) 



臺灣中西整合醫學會第十屆第三次會員大會 

臺灣中西整合消化醫學會第四屆第二次會員大會 

【中西醫整合系列研討會】 
 

時    間：2020年 12月 20（星期日）8：30~17：30 

地    點：中國醫藥大學立夫教學大樓 1F教室/臺中市北區學士路 91號 

主辦單位：臺灣中西整合醫學會、臺灣中西整合消化醫學會、 

          臺中市呼吸道健康促進協會、中國醫藥大學中醫學院 

協辦單位：中國醫藥大學附設醫院肺癌團隊 
 

上午場:【中西整合臨床實務暨用藥安全研討會】 

下午場:【中西整合腎臟病及青年論文研究研討會】 
 

                                               @中國醫藥大學立夫教學大樓 101教室                                                      

Time Topic Speaker Moderator 
08:30-08:50 報    到   

08:50-09:00 Opening Remarks 
夏德椿 理事長 

臺灣中西整合醫學會 

09:00-09:50 
中西整合照護體系規劃及發

展趨勢-以慈濟體系為例 

王人澍 副院長/陳建仲 部主任 
臺灣中西整合醫學會       中醫部 

榮譽理事長 

台中慈濟醫院  

林昭庚 講座教授 
中國醫藥大學 

09:50-10:40 王廷輔教授與中西整合醫學 
陳光偉 部主任 

馬偕紀念醫院中醫部 

孫茂峰 院長 
中國醫藥大學中醫學院 

10:40-10:55 壁報論文展示及茶敘 

10:55-11:45 

中西整合住院癌症共照實務

- 

以長庚醫療體系為例 

洪裕強 教授 
高雄長庚紀念醫院中醫部 

張恒鴻 所長 
中國醫藥大學中西結合研究所 

臺灣中西整合醫學會 監事長 

11:45-12:35 中藥之用藥安全與法規實務 
張永勳 教授 
中國醫藥大學 

中國藥學暨中藥資源學系  

夏德椿 理事長 
臺灣中西整合醫學會 

12:35-13:35 
中西整合醫學會第十屆第三次會員大會 

/午餐 
傅彬貴 秘書長 

臺灣中西整合醫學會 
13:35-13:45 Opening Remarks 

13:45-14:35 

「全民健康保險中醫慢性腎

臟病門診加強照護計畫」之

困難與解決建議 

黃尚志 理事長 
台灣腎臟醫學會 游明謙 部主任 

台北慈濟醫院中醫部 
 

14:35-15:25 
 

中醫如何運用在透析併發症

之治療 
蔡明諺 部主任 

高雄長庚紀念醫院中醫部 

15:25-15:40 茶   敘 

15:40-16:30 
糖尿病腎病變的中醫流行病

學研究 
李承鴻 主治醫師 

臺中榮民總醫院傳統醫學科 

巫康熙 副院長 
中山醫學大學附設醫院 

16:30-17:20 
透過品質提升進行中西結合

腎臟治療 

林軒名 主任 
 

臺南市立安南醫院-委託中國醫藥

大學興建經營 

腎臟科暨醫品中心 

17:20 綜合討論 



天心中醫診所 

臺灣中西整合醫學會第十屆第三次會員大會 

臺灣中西整合消化醫學會第四屆第二次會員大會 

【中西醫整合系列研討會】 

 
時    間：2020年 12月 20（星期日）8：30~17：30 

地    點：中國醫藥大學立夫教學大樓 1F教室/臺中市北區學士路 91號 

主辦單位：臺灣中西整合醫學會、臺灣中西整合消化醫學會、 

          臺中市呼吸道健康促進協會、中國醫藥大學中醫學院 

協辦單位：中國醫藥大學附設醫院肺癌團隊 
 

上午場:【壁報論文展示及口頭報告】 

下午場:【中西整合呼吸道及癌症研討會】 
 

 

                                               @中國醫藥大學立夫教學大樓 102教室  

Time Topic Speaker Moderator 

08:20-09:00 報    到  

09:00-09:30 海報張貼 

09:30-11:30 壁報論文展示及報告 
劉俊廷醫師/陳麒方醫師
高雄長庚紀念醫院 
中醫部 

11:30-12:00 壁報論文展示及茶敘 

12:00-13:00 中西整合醫學會第十一屆理監事選舉開票  

13:00~13:25 報    到   
13:25~13:35 Opening Remarks 

13:35-14:25 
中西醫結合治療胃淋巴癌--辨

證論治的臨床思維 

王人澍 副院長/姚朝元 醫師 

臺灣中西整合醫學會   血液腫瘤科 

    榮譽理事長 

台中慈濟醫院 

 

 

賴榮年 副院長 

中國醫藥大學附設醫院 
 

 
14:25-15:15 

 

COVID-19 重症危險因子與治

療-氣喘、COPD 共病症與疫苗 

傅彬貴 醫師 

台中榮民總醫院重症醫學部 

15:15-15:30 茶 敘 

15:30-16:20 

Innovatively unlock the mystery 

of Chinese medicine for cancer 

treatment based on modern 

scientific evidence. 

科學解密中醫治癌--臨床應用 

陳博聖 醫師 

京禾中醫診所 
 

 

邱國樑 醫務秘書 

台中慈濟醫院 
 16:20-17:10 

The Real World Data of 

Immunotherapy for Lung 

Cancer: The Experience in 

CMUH  

林裕超 醫師 

中國醫藥大學附設醫院 

胸腔暨重症系 

17:10 綜合討論 



臺灣中西整合醫學會第十屆第三次會員大會 

臺灣中西整合消化醫學會第四屆第二次會員大會 

【中西醫整合系列研討會】 
 

時    間：2020年 12月 20（星期日）8：30~17：30 

地    點：中國醫藥大學立夫教學大樓教室/臺中市北區學士路 91號 

主辦單位：臺灣中西整合醫學會、臺灣中西整合消化醫學會、 

          臺中市呼吸道健康促進協會、中國醫藥大學中醫學院 

協辦單位：中國醫藥大學附設醫院肺癌團隊 
 

下午場:【臺灣中西整合消化醫學會: 中西整合肝癌治療現況】 
 

                                               @中國醫藥大學立夫教學大樓 103教室  
 

 

 

 

 

 

 

 

 

 

 
 

 

Time Topic Speaker Moderator 

11:00-13:00 臺灣中西整合消化醫學會第四屆理監事聯席會議 

13:00~13:25 報    到 

13:25~13:35 Opening Remarks 
黃仁杰 理事長 

臺灣中西整合消化醫學會 

13:35-14:25 晚期肝癌西醫治療現況 
廖光福 主任 

台中慈濟醫院肝膽腸胃科 何明印 主任 

衛生福利部豐原醫院 

肝膽腸胃科  
14:25-15:15 

 

晚期肝癌檢查哨免疫治療

藥物相關副作用處理 

賴學洲 主任 

中國醫藥大學附設醫院 

消化系肝膽科 

15:15-15:30 茶   敘 

15:30-16:20 
晚期肝癌檢查哨免疫治療

病例分享 

朱家聲 主治醫師 

中國醫藥大學附設醫院 

內科部消化系 

周仁偉 主任 

中國醫藥大學附設醫院 

消化系胃腸科 

16:20-17:10 
晚期肝癌中醫治療與整合

照護現況 

廖元敬 主治醫師 

中國醫藥大學附設醫院中醫部 

林宏任 主任 

中國醫藥大學附設醫院 

中醫部 
17:10 綜合討論 



臺灣中西整合醫學會:【中西整合臨床實務暨用藥安全研討會】 
 

講師簡介 

王人澍  學歷：中國醫藥大學中醫研究所醫學博士 

        現職：台中慈濟醫院副院長 

慈濟大學學士後中醫學系客座副教授 

臺灣中西整合醫學會創辦人暨榮譽理事長 
 

陳建仲  學歷：中國醫藥大學中國醫學研究所博士 

        現職：台中慈濟醫院中醫部部主任 

              慈濟大學學士後中醫學系副教授 
               

陳光偉  學歷：中國醫藥大學醫學博士 

        現職：馬偕紀念醫院中醫部部主任 

              馬偕紀念醫院中醫內婦兒科主任暨內科主治醫師 

               

洪裕強  學歷：長庚大學臨床醫學研究所博士 

        現職：高雄長庚紀念醫院學術組教授 

              高雄長庚紀念醫院中醫部主治醫師 

 

張永勳  學歷：美國伊利諾大學生藥學系博士 

        現職：中國醫藥大學中國藥學暨中藥資源學系教授 

               

座長簡介 

林昭庚  學歷：中國醫藥大學中國醫學研究所博士 

        現職：中國醫藥大學講座教授 

               

孫茂峰  學歷：中國醫藥大學中國醫學研究所博士 

        現職：中國醫藥大學中醫學院院長 

              中國醫藥大學附設醫院院長室顧問 

 

張恒鴻 學歷： 美國加州大學洛杉機分校公共衛生碩士 

              中國醫藥大學中國醫學研究所博士 

       現職： 中國醫藥大學中西醫結合研究所所長 

              中國醫藥大學附設醫院中醫內科主治醫師   

              臺灣中西整合醫學會監事長            

 

夏德椿  學歷：中國醫藥大學臨床醫學研究所臨床醫學博士         

        現職：中國醫藥大學附設醫院重症醫學中心主任 

              中國醫藥大學附設醫院內科部副主任 

              中國醫藥大學附設醫院肺癌團隊負責人 

              臺灣中西整合醫學會理事長 



臺灣中西整合醫學會:【中西整合腎臟病及青年論文研究研討會】 
 

講師簡介 

黃尚志  學歷：高雄醫學大學醫研所碩士 

        現職：高雄醫學大學醫學系內科學教授 

              高雄醫學大學附設中和紀念醫院腎臟內科主治醫師 

              台灣腎臟醫學會理事長 
 

蔡明諺  學歷：中國醫藥大學中西結合研究所博士 

        現職：高雄長庚紀念醫院中醫部部主任 

              高雄長庚紀念醫院學術組副教授 
 

李承鴻  學歷：中國醫藥大學醫學博士 

        現職：臺中榮民總醫院傳統醫學科主治醫師 

              國防醫學院/東海大學助理教授 

 

林軒名  學歷：中國醫藥大學醫學系醫學士 

        現職：臺南市立安南醫院-委託中國醫藥大學興建經營腎臟內科科主任 

              臺南市立安南醫院-委託中國醫藥大學興建經營醫品中心主任 
 

座長簡介 

游明謙  學歷：中國醫藥大學醫學博士 

        現職：台北慈濟醫院中醫部主任 

              台北慈濟醫院中醫部主治醫師 

              慈濟大學學士後中醫學系專任助理教授 

 

巫康熙  學歷：中國醫藥大學醫學士 

        現職：中山醫學大學附設醫院副院長 

              中山醫學大學醫學系教授 

 

【壁報論文展示及口頭報告】 

座長簡介 

劉俊廷  學歷：中國醫藥大學中西結合研究所博士班         

        現職：高雄長庚紀念醫院中醫骨傷科主治醫師 

              高雄長庚紀念醫院學術組助理教授 

 

陳麒方  學歷：中國醫藥大學醫學博士 

        現職：台北天心中醫診所主治醫師 

              中華民國教育部定助理教授 

 



臺灣中西整合醫學會:【呼吸道疾病暨癌症中西整合治療新進展】 

講師簡介 

 

王人澍  學歷：中國醫藥大學中醫研究所醫學博士 

        現職：台中慈濟醫院副院長 

慈濟大學學士後中醫學系客座副教授 

臺灣中西整合醫學會創辦人暨榮譽理事長 

 

姚朝元  學歷：中國醫藥大學 

        現職：台中慈濟醫院血液腫瘤科主治醫師 

               

傅彬貴  學歷：國立台灣大學健康政策與管理研究所博士 

              中國醫藥大學中國醫學研究所博士 

        現職：臺中榮民總醫院重症內科呼吸加護病房主任 

              臺中榮民總醫院戒菸治療管理中心主任 

              中國醫藥大學/弘光科技大學/東海大學副教授       

 

陳博聖  學歷：中國醫藥大學 

        現職：京禾中醫診所主治醫師 

              CEO of Orient Biomedical Co., Ltd 

 

林裕超  學歷：中國醫藥大學中醫學系醫學士 

        現職：中國醫藥大學附設醫院內科部胸腔暨重症系主治醫師 
 

座長簡介 

賴榮年  學歷：國立臺灣大學職業醫學及工業衛生研究所博士         

        現職：中國醫院大學附設醫院中醫副院長 

              中國醫院大學附設醫院中西醫結合科主治醫師 

 

邱國樑  學歷：中國醫藥大學臨床醫學研究所博士班 

        現職：台中慈濟醫院醫務秘書兼睡眠醫學中心主任  

              慈濟大學學士後中醫學系助理教授 

 

 

 

 

 

 

 



臺灣中西整合消化醫學會:【發炎性腸道疾病的最新進展】    

講師簡介 

 

廖光福  學歷：中國醫藥大學臨床醫學研究所碩士 

        現職：台中慈濟醫院腸胃內科主任兼任研究部主任 

 

賴學洲  學歷：中國醫藥大學臨床醫學研究所博士 

        現職：中國醫藥大學附設醫院內科部消化系肝膽科主任 

 

朱家聲  學歷：中國醫藥大學醫學士 

        現職：中國醫藥大學附設醫院內科部消化系主治醫師 

        

 

廖元敬  學歷：中國醫藥大學中醫學系醫學士 

              台北醫學大學藥學系學士 

        現職：中國醫藥大學附設醫院中醫部中醫內主治醫師 

             

 

 

座長簡介 

何明印  學歷：中國醫藥大學中醫學系 

        現職：衛生福利部豐原醫院內科副主任 

              衛生福利部豐原醫院肝膽腸胃內科主任 

 

周仁偉  學歷：中國醫藥大學醫學碩士 

        現職：中國醫藥大學附設醫院內科部消化系胃腸科主任 

 

林宏任  學歷：中國醫藥大學中醫研究所博士 

        現職：中國醫藥大學附設醫院中醫內科主任 

              中國醫藥大學學士後中醫學系助理教授 

               

 

 



台灣諾華股份有限公司     

10480 臺北市中山區民生東路三段 2 號 8 樓
電話：(02)-2322-7777
傳真：(02)-2322-7328

諾華健康諮詢專線：0800-880-870
諾華網站：www.novartis.com.tw
使用前請詳閱說明書警語以及注意事項

詳細處方資料備索

掃描 QR CODE
詳見仿單與外盒資料

商品名：喜瑞樂 凍晶注射劑 150 毫克 (Xolair 150 mg powder and solvent for solution for injection)。   衛署菌疫輸字第 000835 號   北市衛藥廣字第 108110329 號
成分：Omalizumab 為由哺乳動物細胞所製造的類人化單株抗體。賦形劑：凍晶乾粉小瓶：sucrose，L-histidine，L-histidine hyrochloride monohydrate，polysorbate 20。適應症：過敏性氣喘 喜瑞樂為附加療法用於改
善已接受高劑量吸入性類固醇製劑及長效乙二型作用劑 (ß2-agonist) 治療下仍有頻繁的日間症狀或夜間覺醒且具有多次重度氣喘惡化記錄的重度持續過敏性氣喘成人、青少年及兒童 (6 歲及以上) 的氣喘控制。這些氣喘
患者必須有經由皮膚測試或體外試驗顯示長期對空氣中過敏原呈陽性且肺功能降低 (FEV1 < 80%)。喜瑞樂僅適用於證實為IgE 媒介型的氣喘病人。慢性自發性蕁麻疹 (Chronic Spontaneous Urticaria, CSU) 喜瑞樂適用
於治療對 H1 抗組織胺製劑治療反應不佳的之慢性自發性蕁麻疹成人及青少年 (12 歲及以上) 患者作為附加治療。禁忌症：對主成份及賦形劑的任何成份過敏者。警語及注意事項：當使用omalizumab 時，可能會發生
局部或全身性過敏反應，包括無防禦性過敏。IgE 可能會參與某些感染的免疫反應，在蠕蟲感染的長期高風險病患中，一項針對過敏性病患安慰劑對照組試驗顯示，以omalizumab 治療時，感染率輕微上升，雖然病程、
嚴重性以及對感染治療的反應，均無變化。喜瑞樂不適用於治療急性氣喘惡化，急性支氣管痙攣或氣喘重積症 (status asthmaticus)。用法用量：只供皮下注射使用。不得以靜脈注射或肌肉注射的方式投予。過敏性氣
喘劑量 喜瑞樂適當的劑量與給藥頻率是根據開始治療前免疫球蛋白E (immunoglobulin E，IgE)(國際單位/ 毫升)的測量基底值及體重 (公斤) 而定。在投與初始劑量前，應使用市面上任何一種總血清 IgE 的分析方法檢測
病患的 IgE 值藉以計算劑量。根據這些檢驗結果，每次投藥可能需要注射 1 至 4 次來投與 75-600 毫克的喜瑞樂。請參閱仿單表一：劑量與注射劑瓶數的換算表及表二及表三：兒童 (6 歲至 12 歲以下) 和成人及青少年
(12 歲以上) 使用劑量。使用喜瑞樂 150 毫克調配 225，375 和 525 毫克的劑量時，其中一瓶只需抽取 75 毫克 (0.6 毫升) 的藥量。IgE 基底值或體重 (公斤) 在劑量對應表之外的病患，不可投予喜瑞樂。慢性自發性蕁麻
疹 (CSU) 每四週以皮下注射投與喜瑞樂 150 或 300 毫克。在 CSU 患者中喜瑞樂的劑量與血清 IgE (游離濃度或總濃度) 或體重無關。不良反應：過敏性氣喘 以成人及 12 歲或大於 12 歲的青少年所執行的臨床試驗期間
最常見的副作用報告為頭痛及注射部位的反應，包括注射部位疼痛、腫脹、紅斑與搔癢。於 6 歲至 12 歲以下兒童所進行的臨床試驗中，最常見的不良反應報告為頭痛、發燒及上腹部疼痛。大部份的不良反應為輕度或
中度。慢性自發性蕁麻疹 (CSU) 發生於 ≥ 2% 接受喜瑞樂治療的患者中且發生率高於安慰劑治療患者的不良事件包括：噁心、鼻咽炎、竇炎、上呼吸道感染、病毒性上呼吸道感染、關節痛、頭痛、咳嗽。

YEARS OF XOLAIR®

TW1910752068

Xolair能夠改善嚴重過敏性氣喘症狀



1. Moore WC, et al. J Allergy Clin Immunol 2007   2.  2019 GINA guideline

Xolair能夠幫助嚴重過敏性氣喘患者，改善氣喘症狀



王廷輔教授與中西醫結合醫療 

 

馬偕紀念醫院中醫部  陳光偉 

 

中國醫學淵源流長，從古至今有自成一套體系的發展，其學說與理

論經過長久的考驗也廣被應用於現代醫學。中西醫學結合或整合比較具

體的時間大約在清末民初中西醫匯通時期，其代表人物為唐容川、張錫

純…。隨著時代的進步，西方醫學大量被使用於全世界，亞洲也不例外。

如中國清末民初時及日本的明治維新後，開始大量使用西醫，結果產生

了更多的中西結合行為。中國中西醫結合醫學會於 1981 年成立，並展開

一系列的中西醫結合活動；台灣的中西醫結合首見於日治時期的杜聰明

博士，光復前後的中西醫結合也偶而見之，直到中國醫藥學院成立，陳

立夫先生接任董事長之後才有確切的施行與明顯的成效。 

 

當時任職於中國醫藥學院附設醫院院長王廷輔教授承擔了這份艱難

的任務與偉大的使命。陳立夫先生也成立了中國醫藥發展基金會及立夫

醫學文化基金會，並擔任著中華文化復興運動中西醫合作中心推行委員

會主任委員之同時開始一系列中西醫結合之推展。王廷輔教授自 1994 年

起連續 10 餘年間多次帶團到大陸訪問大陸各地有名之中醫教授，並拜訪

許多位國家級名老中醫，因而促成多位大陸中醫學者及校長團訪台灣。 

 

兩岸中醫之多次交流促成雙方對中醫學術及臨床多方面的了解與提

昇，同時更具體的完成了中國醫藥大學中西醫結合研究所及中西整合醫

學會的產生，更有現任中國醫藥大學蔡長海董事長大力支持下，使中西

醫整合更落實推展於台灣。 
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Figure . Rikkunshito-regulated 
signaling pathways. The majority 
of these genes targeted insulin, 
cyclin-dependent kinase 1, 
Grb-2-related adaptor protein 2 
and interleukin-2. 

Variable CTH group 
N=8 

CTH+R group 
N=9 

P value 

WBC 5,885 841 8,111 2,659 0.052 

EXPERIMENTAL AND THERAPEUTIC MEDICINE 14: 2040-2052, 2017 
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Results: Ingredient-lung cancer target network analysis identified 20 natural compounds. 

Three of these compounds, ursolic acid, 2-(3R)-8,8-dimethyl-3,4-dihydro-2H-pyrano(6,5-

f)chromen-3-yl)-5-methoxyphenol, and licochalcone A, inhibited the proliferation of A549 

lung cancer cells in a dose-dependent manner. Signal pathway analyses suggested that these 

three ingredients may target cellular apoptosis, anti-apoptosis, and cell cycle-related proteins. 

These three ingredients induced apoptosis through the regulation of the expression of 

apoptotic and anti-apoptotic proteins, including B-cell lymphoma-2 and full-length and 

cleaved poly(ADP-ribose) polymerase proteins. They also induced cell cycle arrest in S and 

G2/M phases and autophagy in A549 cells. 

Conclusion: The pharmacological mechanisms of ingredients from MMDT on lung cancer 

may be strongly associated with their modulatory effects on apoptosis, autophagy, cell cycle 

progression, and cell proliferation. 

Bei–Mu , Jie–Geng, and Mai–Men–Dong–Tang 

68 
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Genetic DNA Identification
• Tissue/cell lysis
• Genomic DNA isolation
• Purification
• Alcohol precipitation
• PCR amplification
• DNA sequence
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•
0.10~4.0 g/kg

0.5 g/kg

•

39

Regulation of SO2

• Taiwan Herbal Pharmacopeia (THP), 2004 
– 3 Cmm has the limit if 500ppm. They are:

• Dioscoreae Rhizoma( )
• Ginkgo Semen( ) 
• Lilii Bulbus( )

39
40

Sulfur dioxide residue limitation

• Korean regulation 2008
30 ppm for about 300 species

• PRC SFDA (2011) Proposed
400 ppm for 10 frequently fumigated herbs

150 ppm for the other herbs
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Day lily (Hemerocallis Flos) 

� Initial�SO2 limit:�500�ppm

�Current�SO2 limit:�4000�ppm,�due�to�the�
opposition�of�local�farmers��

�Educate�consumers�to�wash�with�water�before�
cooking�

41
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CCMP95-RD-039
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TCM Pharmaceutical Factories 

20

19

50

�89 GMP

�
2

•

�2005 9 30
GMP
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Ministry�of�Health�and�Welfare
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104 105 106

39 65 48 49 23 29

2 15 0 8 0 6

(%) 5.1 23.1 0 16.3 0 20.6

109 106 40 57

30ppm 1 2 0 2

(%) 0.9 1.9 0 3.5

• 94.4.29 94 5 1

( )
• 101.01.17

101.4.18
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(2006)
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� 2012 8 1
� 2013 8 1 71 1

�
10

� 4
� 2015 5 5
� ( )
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( )

( )
( ) ( )

100 7 20 104 5 5 105 12 21

�
� 21

� 16 (2% 50% )

� 101 8 1 ~108 3 31

111 112



113

The Compilation of Taiwan 
Herbal Pharmacopeia (THP)

(Yuan Shiun Chang)

114

Outline

114

115

The Development of Chinese 
Pharmacopeia and Chinese herbal 
Pharmacopeia

116

116

(Pharmacopeia)
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Chinese�Pharmacopeia�(Ch.P.)

� 1930 69
� 1959 37
� 1980 14
� 1995 17
� 2000 17
� 2006 17
� 2011 17
� 2016 19
� 2021

118

118

VIII (19 )(2016)

• (9) (10)

( )

* ( )

119

119

Chinese Herbal Pharmacopeia (2004)

• The first herbal pharmacopeia in Taiwan was
promulgated by Committee of Chinese
Medicine and Pharmacy, Department of Health
in 2004 with 200 herb items

• The herbal pharmacopeia was called Chinese
Herbal Pharmacopeia ( ) in parallel
with Chinese Pharmacopeia ( ).

• The Chinese Herbal Pharmacopeia set the
quality standards of the herbs to ensure the
safety of the herbs.

120

120

(Chinese Pharmacopeia)

Year Item Herbs & Extractives Preparations Volumes

1953 531 78
1963 1310 446 197
1977 1925 882 270
1985 1489 506 207
1990 1751 509 213
1995 2375 522 398
2000 2691 544 448
2005 3214 582 564

2010 4567
1102

( 439 )
439 Decoction pieces

1063

2015 5608 1105 1493
2020 5911 1103 1608
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Special�Features�of�Chinese�
Herbal�Pharmacopeia

122

122

Features of Chinese Herbal Pharmacopeia

� ( SO2)
�

� (Heavy metals)
�

� (Pesticide residues)
BHC DDT (0.2 ppm

�

123

123

Studies on the Specifications 
of Chinese Materia Medica

124

124

(Chemical Specification)

1. (Lose on Drying)
2. (Total Ash)

3. (Acid Insoluble
Ash)

4. (Dilute Alcohol
Extractives)

5. (Water Extractives)
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Compilation of Taiwan Herbal Pharmacopeia

126

300 (300 
Herb Items Proposed)

• 200
96

50
60

310
300

• 200

• 300

127

TLC HPLC
(Delete Color Reactions and add TLC & HPLC)

• 300

TLC

• 300 105
HPLC

128

• 2004 2000

2005 2010
TLC

HPLC 16% 55% HPLC
35%

TLC HPLC
2000 30% 50% 15%

48% 65% 13%
2005 20% 65% 33%
2010 13% 87% 55%

8% 87% 35%

* 300

Increase use of TLC and HPLC
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Incorporate safety test limits previously announced by Department of Health

• 2004 1 13

2006 11
10

2009 7 22

130

(Use green solvents)

•

300 TLC

•

131

(Respect Industry Experience)

•

132

Analytical methods in appendix with code numbers

•



133 134

134

Taiwan Herbal Pharmacopoeia (THP )

•
Chinese Herbal Pharmacopoeia (Taiwan)

THP

1. Korean Herbal Pharmacopoeia KP
2. British Herbal Pharmacopoeia
3. Pharmacopoeia of The People’s Republic of China 

Ch. P.
4. Chinese Pharmacopoeia Edition VII Ch. P. VII
5. Taiwan Herbal Pharmacopoeia
6. Chinese Herbal Pharmacopoeia (Taiwan) CHP THP

TP CHP CP

Taiwan Herbal 
Pharmacopoeia THP

135

135

1 Euphorbiae Semen (Euphorbiaceae) Euphorbia lathyris L.

2 Aconiti Radix (Ranunculaceae) Aconitum carmichaeli Debx.

3 Hyoscyami Semen (Solanaceae) Hyoscyamus niger L .

4 Crotonis Semen (Euphorbiaceae) Croton tiglium L.

5 Pinelliae Rhizoma (Araceae) Pinellia ternata (Thunb.) Breit.

6 Kansui Radix (Euphorbiaceae) Euphorbia kansui T. N. Liou
ex T. P. Wang

7 Typhonii Rhizoma (Araceae) Typhonium giganteum Engl.

8 Aconiti Lateralis 
Radix

(Ranunculaceae) Aconitum carmichaeli Debx.

9 Arisaematis 
Rhizoma

(Araceae) Arisaema heterophyllum
Blume Arisaema erubescens (Wall.) Schott

Arisaema amurense Maxim.

10
Euphorbiae 
Ebracteolatae 
Radix

(Euphorbiaceae) Euphorbia
ebracteolata Hayata Euphorbia fischeriana Steud.

—
(Revised 21 Toxic Herbs items)

2012 12

136

136

11
Aconiti Kusnezoffii 
Radix

(Ranunculaceae) Aconitum
kusnezoffii Reichb.

12 Strychni Semen (Loganiaceae) Strychnos nux-
vomica L.

13 Garciniae Resina (Clusiaceae) Garcinia hamburgy Hook.
f.

14
Hydrargyrum 
Chloratum 
Compositum

(HgCl2) (Hg2Cl2)

15 Daphnis Genkwa 
Flos

(Thymelaeaceae) Daphne genkwa
Sieb. et Zucc.

16 Daturae Flos (Solanaceae) Datura metel L.

17 Arsenolite (As2O3)

18 Arsenicum (As2O3)

19 Mylabris
(Meloidae) Mylabris

phalerata Pallas Mylabris cichorii
Linnaeus

20 Realgar (As2S2)

21 Bufonis Venenum
(Bufonidae) Bufo bufo

gargarizans Cantor Bufo melanostictus
Schneider

—
(Revised 21 Toxic Herbs items) 2012 12
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12 Strychni Semen
13 Garciniae Resina

14 Hydrargyrum Chloratum
Compositum

15 Daphnis Genkwa Flos
16 Daturae Flos
17 Arsenolite
18 Arsenicum
19 Mylabris
20 Realgar
21 Bufonis Venenum
22 Hydrargyri Oxydum Rubrum

1 Euphorbiae Semen
2 Aconiti Radix
3 Hyoscyami Semen
4 Crotonis Semen
5 Pinelliae Rhizoma
6 Kansui Radix
7 Typhonii Rhizoma
8 Aconiti Lateralis Radix
9 Arisaematis Rhizoma

10 Euphorbiae Ebracteolatae
Radix

11 Aconiti Kusnezoffii Radix

138

Announcement of THP

Color Illustration of Taiwan Herbal 
PharmacopeiaI

140
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2010

•

102
103
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VIII. Taiwan Herbal Pharmacopeia III and IV

147

(2015)
Division of Pharmacopeia Committee

1. (Species Origin)
�

2. (Chemical Specification)
�

3. (Preparations)
�

�

4. (Clinical)
�

Taiwan Herbal Pharmacopeia (THP)

• THP 1st edition published in 2004
• THP 2nd edition  published in 2013
• THP 3rd edition published in Oct. 2018



� 107.11.2
108 6 1

357
( )

355

2

329 13 6 3 4
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•
•
•

•

•

• TLC

•
•
•
•

•

�217

•

•
•

•
•
•
•
•

�
( )

(
)

(
) 150

150

THP 3rd Edition Characteristics
357 items of monographs

Enlists Taiwan special TCM
Herbal drug source discussion
Usage and dosage discussion

Adopts 2 Chinese medicine concentrated preparations
Includes 2 Chinese medicine concentrated preparations general rule

Includes tropism of taste and channel 
Newest  general limits of abnormal substances

TCM preparation assay
Green chemistry concern

Increases items in the list of poisonous medicines151

Monograph of Concentrated Preparations

• Jaiwei Xiaoyao 
San Concentrated Preparation (Granules, Powder) Jiawei 
Siaoyao San Concentrated Preparation (Granules, Powder)

– Daily dosage 
• Paeoniflorin> 49 mg
• Geniposide>53 mg

• Scutellaria Root Concentrated 
Preparation (Granules, Powder) Huang-Cin Concentrated 
Preparation (Granules, Powder) Huang-Qin Concentrated 
Preparation (Granules, Powder)

– 1 g dosage  Baicalin > 80 mg152



Taiwan Herbal Pharmacopeia 3rd Edition

Chinese Version, 2018 English Version. 2019

https://dep.mohw.gov.tw/DOCMAP/cp-759-45746-108.html
https://www.mohw.gov.tw/lp-3690-2.html

1. 2. 3.

4. 5. 6.

7. 8. 9.

10. 11. 12.

13. 14. 15.

16. 17.

154
2021
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Hong Kong Chinese Materia Medica 
Standard (HKCMMS)

156

• 2002
8 24

28 36
–

2010 4 5

2011 3 30
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Hong Kong Chinese Materia Medica Standards

http://www.cmd.gov.hk/html/b5/hkcmms/volumes.html

158

Department of HK had signed 7 contracts with CMU

since 2011 and provided funding for the research work.
2011 3 30
2012 4 19
2014 2 12
2015 1 07
2016 6 23
2016 8 15
2019 2 1

Sponsor department of Health, HK
PI         Dr. Yuan Shiun CHANG
Co-PI   Dr. Yu-Ling HO

159

159

HKCMMS Participating Institutes

City University of Hong Kong 
Hong Kong Baptist University 
The Chinese University of Hong Kong
The Hong Kong Polytechnic University 

The Hong Kong University of Science and Technology 

The University of Hong Kong 
China Medical University (Taiwan) 
National Institute for Food and Drug Control (NIFDC)
( )

160

160

Hong Kong Chinese Materia Medica Standards Project Signing Ceremony
April 19, 2012
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161

162

Hong Kong Chinese Materia Medica Standards Project Signing Ceremony February 12, 
2014, Director Chan

163

163

Dr Ko Wing-man, BBS, JP, Secretary for Food and Health and TCM 
Committee Members

July 31, 2014

164

Particulars of Project Leader and 
Deputy Project Leader

Particulars Project Leader Deputy Project Leader 

Name in English Yuan-Shiun Chang, Ph.D. Yu-Ling Ho, Ph.D.

Position in the 
University 

Professor, School of 
Chinese Pharmaceutical 
Sciences and Chinese 
Medicine Resources

Associate Professor, 
Hungkuang University; 
Adjunct Associate 
Professor, School of 
Chinese Pharmaceutical 
Sciences and Chinese 
Medicine Resources



165

165165

�Inter-Laboratory

Comparison

(Government Laboratory)

�Data Collection

166

166166

1. Heavy Metals

2. Pesticide Resiues

3. Mycotoxins

4. Foreign Matter

5. Ash

6. Water Content

7. Extractives

Tests

Routine SC and IAB 
MeetingMeeting Date

The�49th�Scientific�Committee�Meeting� 2017/10/17�19

The�50th�Scientific�Committee�Meeting� 2018/01/24�26

The�51st�Scientific�Committee�Meeting� 2018/05/9�11

The�52nd�Scientific�Committee�Meeting� 2018/10/10�12

The�53th�Scientific�Committee�Meeting� 2019/01/10�11

The�11th�International�Advisory�Board�Meeting� 2019/02/18�20

The�54th�Scientific�Committee�Meeting� 2019/06/10�12

The�55th�Scientific�Committee�Meeting~Postponed 2019/11/19�21

The�55th�Scientific�Committee�Meeting~Postponed 2020/03/3�5

The�56th�Scientific�Committee�Meeting~Postponed 2020/06/3�5

The�56th�Scientific�Committee�Meeting~Postponed 2020/10/28�30

Monographs of HKCMM
Volume Monographs Published�Year Total�Items

1 8 2005 8

2 24 2008 32

3 60 2010 92

4 36 2011 128

5 42 2012 170

6 60 2013 230

7 36 2015 266

8 39 2017 305

9 21 � (326)
Decoction�pieces ( ) 8 � (334)

10 28 � (362)

04/2017
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(EDQM) (USP)

No. First name Surname Organisaition Country
1 Melanie BALD EDQM EDQM
2 Rudolf BAUER Institute of Pharmaceutical Sciences Austria
3 Kelvin CHAN Chinese Medicine Division Department of Health Hong Kong

4 Yuan 
Shiun CHANG China Medical University Taiwan

5 Pierre DUEZ Université de Mons Belgium

6 Thi
Hanh DUFAT Université Paris Descartes, Faculté de Pharmacie de 

Paris France

7 Ilkay ERDOGAN 
ORHAN Faculty of Pharmacy, Gazi University Turkey

8 Uwe 
Michael GASSER Germany

9 Kazimie
rz GLOWNIAK Medical University of Lublin Poland

10 De-An GUO Shanghai Institute of Materia Medica, Chinese 
Academy of Sciences China

11 Ruth HOENOW Bfarm Germany
12 Susanne KEITEL EDQM EDQM

13 Reinhar
d LAENGER BASG - AGES Austria

14 Eike REICH CAMAG Switzerland
15 Ulrich ROSE EDQM EDQM

16 Cristian
a

SABATINI-
SAMORI EDQM EDQM

17 Jaume SANZ-BISET EDQM EDQM

18 Rosmari
e SCHERUEBL Bionorica SE Germany

19 Bart STERCKX EDQM EDQM

20 Erich 
Andreas STOEGER Germany

21 Cathie VIELLE EDQM EDQM

22 Mei WANG TNO Quality of Life The 
Netherlands

23 Shu-
Yuan

WANG-
TSCHEN Phytax GmbH Switzerland

24 Matthias WEBER EDQM EDQM

25 Michael WHALEY MHRA (B.P) United 
Kingdom

2017-2019 TCM Working Party, EDQM

171

2015-2020
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USP Botanical Dietary Supplements and Herbal Medicine Expert 
Committee

2020-
2025 2020-2025

USP Herbal Medicine Compendium, 
Far East Expert Panel (2020-2025)

• De-an Guo, Ph.D. (Chair)
• Yuan-shiun Chang, Ph.D.
• Shen Ji, Ph.D.
• Ping Li, Ph.D.
• Shangmei Shi
• Pengfei Tu, Ph.D.
• Wanying Wu, Ph.D.
• Qing Li, Ph.D.
• Shuangcheng Ma, Ph.D.
• Zhongzhen Zhao, Ph.D.
• Shaoping Li, Ph.D.
• Min Ye, Ph.D.
• Ito Michiho, Ph.D. (Japan)
• Young Pyo Jang, Ph.D. (Korea)
• Huijun Li, Ph.D.

176

. Conclusion
The cooperation on the herbal pharmacopeia
work between the countries should be
strengthened.

The chemical background information and the
developed detection methods should be shared.

Each country can make their own allowed limit
based on their country need and saved the
resources.
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Thanks for Your 
Attention



中西醫整合醫學會 

中西醫整合腎臟病及青年論文研究研討會 

台中中國醫藥大學 1091220 13:45-14:35  

 

健保中醫慢性腎臟病門診加強照護計畫之執行困難與解決機會  

高雄醫學大學附設中和紀念醫院 黃尚志 

 

台灣每十個人就有一人為腎臟病的病人，幾十年來台灣 ESRD發生率居高不下，但是腎

臟病防治計畫起步卻相對早，2003年「腎臟保健推廣機構計畫」建構 CKD防治基石，

2007年「Pre-ESRD 預防性計畫及病人衛教計畫」與 2011年「初期慢性腎臟病醫療給

付改善方案計畫」，則是整體 CKD防治之核心計畫。研究指出台灣有近 1/3民眾曾經接

受中醫中藥治療疾病，腎臟醫界從馬兜鈴酸腎病變經驗，一直存有到底應該建議或阻

止慢性腎臟病病人使用中草藥？台灣健保制度涵蓋中醫相關的給付，吾人曾追蹤近 2

萬 5千名的慢性腎臟病患者，其中有 4成 5病人於診斷 CKD後曾經接受健保中醫診

治。校正各項干擾因子後，使用健保中醫的 CKD病人有較低進入透析風險，若以方濟

學進一步探討，使用和解之劑，祛風之劑，理氣之劑，理血之劑，祛暑之劑具有較強

降低透析風險的相關性，而使用祛濕之劑與瀉下之劑則增加透析風險。本研究推論部

分中藥可能具有某種抗發炎，調解免疫功能的成分，而祛濕之劑與瀉下之劑可能牽涉

腎臟病病人水分與電解值的調控。 

 

上述兩個健保署腎臟病計畫，個別醫院的研究結果顯示，PreESRD照護計畫可以降低病

患死亡率、較佳的生活品質、較少的醫療費用、較好的照護品質、較慢的惡化速度；

而以全國資料庫分析整體執行結果亦得到改善 Pre-ESRD病人血壓良好率、改善第五期

病人血比容良好率、每年 eGFR ml/min/1.73m2/yr改變、蛋白尿 (-2.93), Stage 3b 

(-1.19), Stage 4 (-1.67), Stage 5 (-0.86)，另外降低心臟、中風、周邊血管併發

症的發生與降低透析與死亡的發生；參加 Early CKD病人有較頻繁的檢驗、較佳的透

析準備、降低死亡風險與節省醫療費用，並提升病患遵從性，在在顯示此二計畫提升

腎臟病病人醫療品質、降低醫療支出的正面效益。 

 

2020健保更實施的「全民健康保險中醫慢性腎臟病門診加強照護計畫」，適用CKD 

stage 2~5期之病人，病人經中醫師門診照護，包括中醫醫療四診診察、處方調劑、針

灸穴位按摩指導等，另以疾病管理模入引入中醫衛教、營養飲食指導、運動指導及檢

查數據記載，病人亦須接受各種定期之檢驗，以評估腎功能改善程度，各項衛教、生

活品質評估亦必須詳實記錄，已獲得各項不同金額之健保給付期，整體計畫以早期中

醫介入腎病病人，減緩腎病惡化，延緩洗腎時程，提升病人生活品質，發展中西醫結

合治療之醫療照護模式。若一西醫執行已超過10年之PreESRD及Early CKD相比較，顯

然地中醫腎臟病計畫仍有許多必須克服的問題。建議中醫師在慢性腎臟病的病人開立

相關處方時，應該定期監控病人血液中的肌酸酐、電解、尿液蛋白質，以求客觀之評

估結果。 

 

腎臟病預防保健的工作，可合格的健保中醫診所就醫，透過中醫師診治證型，才能針

對證型給予合適的中藥，勿聽信偏方，自行購買及服用來路不明的中草藥。未來學

界，中西醫藥界也應一同合作，共同開發具腎臟保護成份的中草藥並建構更完善的腎

臟病照護體系。 



中醫如何運用在透析併發症之治療 

 

長庚醫療財團法人高雄長庚紀念醫院中醫部 蔡明諺 

 

摘要 

  腎臟替代療法是腎衰竭病患延續生命的重要治療。目前在臺灣，血液透析是其

中最多病人接受的治療。雖然此治療可以延續生命，但是卻要面對許多可能的併

發症，譬如透析低血壓、疼痛、透析不平衡症候群與抽筋等幾乎是病患與醫師天

天需要面對的狀況。血液透析是利用擴散和超過濾原理來移除血液中過多的代謝

廢物〈尿毒、肌酸酥、磷、鉀〉和水份，並補充體內所不足的鈣和重碳酸，以達

淨化血液、維持電解賀和酸鹼平衡之目的。從中醫的角度來看每次透析過程因為

血型動力學的驟變，可比擬成短時間內人工的亡津失血、正氣耗脫，氣血雖不致

逆亂，但體液量的改變、鈉離子或其他電解質的濃度變化，卻會導致短暫的陰陽

兩虛的結果。中醫藥是補充和替代醫學方法之一，已被世界衛生組織認可適用於

多種疾病。如今，中醫治療血液透析併發症的臨床應用已成為其效用和安全性的

焦點。在本文中，我們將回顧不同中醫干預措施如中藥、針灸、穴敷、耳穴、或

藥浴，針對患者發生血液透析併發症治療效果和中醫觀點。在患有末期腎病的患

者中，中醫可以平衡陰陽，預防心血管意外、控制血壓、緩解疼痛；以及改善許

多與血液透析相關的併發症，如尿毒症瘙癢、體液與電解質失衡、失眠和營養不

良。中醫藥作用機制與自主功能的調節，和生物活性化學物質的激活有關。事實

證明，中醫對血液透析相關併發症有益。但是，需要更多的研究來驗證潛在的機

轉。 

 

關鍵字: 血液透析、併發症、中醫治療、回顧 



糖尿病腎病變的中醫流行病學研究 

李承鴻 

醫學博士 

部定助理教授 

臺中榮民總醫院傳統醫學科主治醫師 

 

2000~2014 年臺灣糖尿病人口數呈逐年增加的趨勢，2000 年共計 84 萬 3,590 

人，2014 年為 218 萬 9,401 人，約增加 2.6 倍。第 2 型糖尿病粗盛行率呈逐

年上升趨勢，2014 年約佔總人口數 9.3%；若以世界衛生組織 (WHO) 所公佈

的 2000 年世界人口結構來看，在予以年齡標準化後，年齡標準化糖尿病盛行率

亦呈逐年增加趨勢，2014 年約為 6.6%。 

 

在本土數據部分，根據 2019臺灣糖尿病腎臟疾病臨床照護指引，引用臺灣健保

資料庫研究報告指出，我國糖尿病腎病變 DKD(Diabetic Kidney Disease)的盛行率

從 2000 年的 13.32%，逐年上升至 2009 年的 15.42%；接受透析的 ESRD (End 

Stage Renal Disease)盛行率由 2000 年的 1.50% 上升至 2009 年的 2.46%。而依

據2019臺灣腎病年報，2017年新發透析患者，主診斷為糖尿病的比率為45.4％，。

2017 年透析盛行患者於盛行前一年有糖尿病比率為 45.4％。糖尿病腎病變實為

一重要的全民健康與經濟問題。 

 

參考 2019 臺灣糖尿病腎臟疾病臨床照護指引，國內外糖尿病人發生 DKD 之危

險因子，包括: 高血糖、高 HbA1c值、HbA1c 變異度大、高血壓、脂質異常、

肥胖、不運動、抽菸、胰島素阻抗、心血管疾病、C 型肝炎和服用非類固醇抗

發炎藥物等，上述因子會誘發腎臟疾病的發生甚至惡化。另外，基礎尿液白蛋白

/肌酸酐比值(UACR)、eGFR、基礎血清肌酸酐、白蛋白和血紅素值，以及年齡、

男性、低教育程度、糖尿病腎臟疾病家族史，糖尿病視網膜病變和下肢動脈硬化，

則可以於臨床上，加以預測腎臟疾病的發生率。 

 

過去中醫在臨床治療照護糖尿病患者，已具長久歷史與名家鑽研；藉由個體體質

分類，尋求最佳個體化治療做為臨床治療指引，累積相當多臨床案例和臨床試驗

相關經驗。唯，隨著時空條件、社會條件的遞移改變，以中醫對糖尿病的病理認

識為理論基礎，運用流行病學之方法，加以進行調查和驗證的本土族群糖尿病研

究，可進一步提供現代臨床治療之實證，予以參考支持。 

 

流行病學方法，乃為探討確認臨床事件，其因果關係是否存在之重要研究方法，

國際上不論於公共衛生政策，預防醫學，或大型臨床情境之研究皆多所運用。本

研究團隊乃以嚴謹的流行病學方法，針對「糖尿病腎病變」主題，分別進行了橫



斷性及前瞻性世代研究；研究在考量現代醫學的預測因子後，具體驗證了「中醫

體質」為糖尿病腎病發展的獨立預測指標。本研究結果，並經國際專家審查認證

後，獲邀於 2018年世界醫療品質國際醫療品質協會(International Society for 

Quality in Health Care, ISQua)發表了口頭報告，振奮中醫臨床治療之信心。 

 

綜觀未來醫療的趨勢，將透過收集真實世界病人的多項訊息，綜合評估後，給予

患者個人化醫療。此真實世界證據之研究推演，不同於臨床試驗中可控制和隨機

設計等科學性介入等優勢，來自臨床真實情境之資訊，更需謹慎考量如何消除偏

差因子(bias)所導致之誤導，故真實世界證據研究須仰賴大量流行病學方法，以

釐清確認因果關係，方可為臨床醫療之堅實基礎。細究長久以往，中醫針對病人

的診治，即為收集病人真實世界之資訊，藉由中醫體系之理論推演，有效運用於

臨床治療，若將來我等可善用真實世界證據研究方式，使用流行病學工具方法，

預期可將中醫理論基礎，於臨床實踐上更加以具像化，實為重要且具前瞻之研究

趨勢。 
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Targeting neoantigens to augment antitumour immunity
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Antibody alarm call rouses immune response to cancer. Nature 486, 16 (07 June 2012)

� :  

� :  

� :
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� :

� :

�YangXinAnShen

�Anxiety

�HuaTanQuShi

� Phlegm, Waste 

�HuoXueHuaYu

�Normal vessel

�RuanJianSanJie

�� ECM

� QingReJieDu

� Oxidative stress

� FuZhengQuXie

� Antitumor
Immunity

Unlocking the Mystery of the Therapeutic Effects of 

Chinese Medicine on Cancer

Alan Yueh-Luen Lee*1  Shao-Hsiang Liu*, 2   Po-Sheng 

Chen, 3 



https://www.youtube.com/watch?v=qY1qoo4pQ74
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2. (LCS of lower body)
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Abdominal CT report on Sep.13 2013

• Wall thickening of the 
gastric antrum and 
lower body is noted, 
which is compatible 
with pathologic 
diagnosis of lymphoma

PET on Sep. 17 2013

• Compatible with lymphoma invovling the antrum
and lower body of the stomach





NEJM 2001;346:235
NEJM 2001;346:235



NEJM 2001;346:235

PES on Dec. 23 2013

PES report
• Esophagus: within normal limit
• Stomach:
• Cardia: within normal limit
• Fundus: within normal limit
• High body:within normal limit
• Mid body:within normal limit
• Low body:  ulcer scar at angularis was 

noted
• Antrum: hyperemia was noted 
• two healing ulcers were noted.
• Biopsy for HP test was done
• Duodenum:
• Bulb: within normal limit
• Sencod portion:within normal limit
•
• PPI therapy ( rabeprazole 1# QD) 
• Eradicatio of HP if CLO test positive 

Abdominal CT on Dec. 18 2013

• Previous noted gastric 
antrum wall 
thickening shows 
near-total remission, 
which is compatible 
with lymphoma S/P 
treatment with good 
response.

PET on Jan. 2 2014
• As compared 

with the previous 
study (2013-9-17), 
the current one 
shows no FDG-
avid leison to 
suggest residual 
or recurrent 
lymphoma in the 
stomach wall, 
suggesting good 
response to 
chemotherapy.



• Rituximab CD20

• 102/10/1- 102/12/03  Entecavir
B

• 103/01/07-2/18, 4500-
5400Gy/180cGy/25-30 fractions

• 103/02/03 PPI (Rabeprazole,1# 
QDAC





102/09/10 CEA <0.5 ng/mL 0 ~ 3

102/09/16 HBsAg
Value7.46IU/mL 

<0.05 
>0.05

102/10/16 WBC:5680 4000-11000
102/10/30
( )

AFP 2.3ng/mL
WBC:1050 

0.52 ~ 7.5
4000-11000

102/11/20
( )

WBC:1370
ANC:8%

4000-11000

102/11/27 WBC: 4960 4000-11000

102/9/6 1. < 5mm
2. (LCS of lower body)
3.

102/09/09  1. ,

102/09/12 B ( diffuse large B cell lymphoma )
: 

1. , ,
2. , , , ,

, , , 
3. : CD20 , anti-CD3

4. The anti-Kappa stain and anti-lambda stain (lambda 
monoclonality) anti-ki67 ,; anti-
CK

5. B
102/09/24   1.

2.



• 2014/1/8

•

•
•
•
•
•
•
•
•
•
• 2-4
•
•

•
• B 
•
•

Vincristinesulfate+ Epirubicin+ Rituximab

•
2-4

• 52 B

2-4



• •

• B Gastric 
diffuse large B cell lymphoma,antrum lower 
body

•
•

•



/

•

•

•
•

•

103/07/02 1. , 
2.

103/10/15  
(antrum)

1. , 0.4cm,
2. (bulb)

104/03/07  
(antrum)

1.
2.

104/07/29 1. , . 

105/03/09 1. ,

106/05/03 1. ,



C13 UBT
105/11/16 T0 min24.90

T30 min23.50
Diff. 1.40  (<4.0)

: 
106/02/08 T0 min26.50

T30 min25.80
Diff. 0.70  (<4.0)

: 
106/11/02 T0 min25.30

T30 min25.00
Diff. 0.30  (<4.0)

: 
107/01/11 T0 min26.70

T30 min25.40
Diff. 1.30  (<4.0)

: 
107/02/27 T0 min28.60

T30 min28.20
Diff. 0.40  (<4.0)

: 
Result Postive if Difference > 4.00 per mil( )
DOB 4.0

ng/ml
102/10/30( ) AFP 2.3 ng/ml 0.52-7.5
103/03/05( ) B2MG 1855.0 ug/L 1010-2700
103/05/05( ) AFP< 1.3 ng/ml 1.3-7.5
103/10/22( ) AFP 1.4 ng/ml 1.3-7.5
104/03/17( ) AFP 1.4 ng/ml 1.3-7.5

AFP
(Alpha-Fetoprotein) α

B ,

B2MG  
(BETA2 -
MICROGLOBULIN)
β2

HLA(human type I lymphocyte antigen) light chain 
non HHHodgkin AIDS
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COIVD-19 
,COPD

Ph.D. of Medicine & Public Health
2020/12/20

COVID-19
• WHO

(SARS-CoV-2) 2019-nCoV (COVID-19)
•

87.6 2003 
SARS 79

Dr. Pin--Kuei Fu
3

COVID-19

DDr. Pin--KKuei Fu
4

https://hospital.vallhebron.com/en/diseases/coronavirus-sars-cov-2

COVID-19

DDr. Pin--KKuei Fu
5



Risk factors of critical & mortal 
COVID-19 cases

Dr. Pin-Kuei Fu 6

DDr. Pin--KKuei Fu
7J Infect. 2020 Aug;81(2):e16-e25.

OR=1.77

>65 OR=6.01

OR=2.04

Risk factors of critical & mortal COVID-19 
cases: From view of comorbidity

DDr. Pin--KKuei Fu
8J Infect. 2020 Aug;81(2):e16-e25.

DM OR=3.68

CVD OR=5.19

Respiratory dis OR=5.15

Malignacy OR=1.6 (P=0.18)

HTN OR=2.72

Risk factors of critical & mortal COVID-19 
cases: From view of Lab data

DDr. Pin--KKuei Fu
9J Infect. 2020 Aug;81(2):e16-e25.



• Data source: 
– openSAFELY (NHS England)—a secure health analytics 

platform that covers 40% of all patients in England. 
• Aim: 

– to examine factors associated with COVID-19-related 
death.

DDr. Pin--KKuei Fu
10Nature 2020; 584, 430–436

Hazard ratios for COVID-19-related death

DDr. Pin--KKuei Fu
11Nature 2020; 584, 430–436

Risk factors of death: comorbidities

DDr. Pin--KKuei Fu
12Nature 2020; 584, 430–436

Risk factors of death: comorbidities

DDr. Pin--KKuei Fu
13Nature 2020; 584, 430–436



DDr. Pin--KKuei Fu
14Front Med (Lausanne). 2020 Aug 25;7:545.

• Longitudinal cohort study in Veterans Affairs (VA) 
national health care system.

• 88 747 patients tested for SARS-CoV-2 nucleic acid 
by PCR between Feb 28- May 14, 2020, and followed 
up through June 22, 2020.

• 10 131 patients (11.4%) who tested positive

DDr. Pin--KKuei Fu
15JAMA Netw Open. 2020;3(9):e2022310

Comorbid and Hospitalization, Mechanical 
Ventilation, or Mortality Among 10 131 VA 

DDr. Pin--KKuei Fu
16JAMA Netw Open. 2020;3(9):e2022310

Comorbid and Hospitalization, Mechanical 
Ventilation, or Mortality Among 10 131 VA 

DDr. Pin--KKuei Fu
17JAMA Netw Open. 2020;3(9):e2022310



Comorbid and Hospitalization, Mechanical 
Ventilation, or Mortality Among 10 131 VA 

DDr. Pin--KKuei Fu
18JAMA Netw Open. 2020;3(9):e2022310

Symptoms and Hospitalization, Mechanical 
Ventilation, or Mortality Among 10 131 VA 

DDr. Pin--KKuei Fu
19JAMA Netw Open. 2020;3(9):e2022310

COVID-19 20%

Dr. Pin--Kuei Fu
20

About 14% 
develop severe 
disease need 
O2 therapy

5% will need 
Mechanical 
ventilation20

Crit Care Med. 2020 Mar 27;Intensive Care Med. 2020 Mar 28:1-34.

ICNARC report on COVID-19 in critical care (UK)

DDr. Pin--KKuei Fu
21

Source: ICNARC COVID-19 Study Case Mix Programme Database 04 April 2020



Risk factors for Respiratory Failure

• Old age( > 60 years )
• Male gender
• Comorbidities

– Diabetes
– Malignancy
– Immunocompromised state

DDr. Pin--KKuei Fu
22

CDC reported Case-fatality Rate(CFR)

-2.3% overall CFR
-14.8% in patients > 80 years old
-49.0% in critically ill patients
-

9.0% in49
->50%  in those who received invasive 
mechanical ventilation (IMV)!

J Heart Lung Transplant. 2020 May;39(5):412-417
N Engl J Med. 2020 Apr 30;382(18):1708-1720

Risk Factors of ARDS in COVID-19 

• Retrospective cohort study of 201 patients with confirmed 
COVID-19 pneumonia admitted to Wuhan Jinyintan Hospital in 
China (Dec 2019- Jan 2020).

• Results: 84 pts (41.8%) developed ARDS, 44 (52.4%) died.
• Risk factors of severe ARDS:  older age (HR, 6.17), neutrophilia 

(HR, 1.14), and organ and coagulation dysfunction (eg, higher 
LDH [HR, 1.61] and D-dimer [HR, 1.03 ])

Dr. Pin-Kuei Fu
24JAMA Intern Med. 2020 Jul 1;180(7):934-943

Risk Factors of ARDS in COVID-19 

• A case series of 463 COVID-19 patients at Henry Ford Health 
System in metropolitan Detroit (March 9-27, 2020)

• Hospitalized: 355 (76.7%); ICU care: 141 (39.7%) ; 
Respiratory failure: 114 of 141 ICU patients(80.8%); 24.6% 
of total.

• Died of ARDS: 52 patients requiring IMV (45.6%) died.
• Overall, 20.0% died within 30. 

Dr. Pin-Kuei Fu
25JAMA Netw Open. 2020 Jun 1;3(6):e2012270.

Acute respiratory failure in COVID-19: 
The major cause of death

Dr. Pin-Kuei Fu 27



Lung compliance of COVID-19-ARDS: 
some might be relatively normal

DDr. Pin--KKuei Fu
28

Respir Physiol Neurobiol. 2020 Aug;279:103455. 

• Hypothesize that the different COVID-19 patterns in the 
ER depend on the interaction between 3 factors: 
– the severity of the infection, the host response, physiological 

reserve and comorbidities; 
– the ventilatory responsiveness to hypoxemia; 
– the time elapsed between the onset of the disease and the 

observation in the hospital. 

DDr. Pin--KKuei Fu
29Gattinoni et al., Intensive Care Med. 2020 Jun;46(6):1099-1102

COVID-19 pneumonia, Type L

DDr. Pin--KKuei Fu
30

Type L COIVD-19 
Pneumonia

Low elastance

Low VA/Q ratio 

Low Lung weight

Low Lung recruitability

Gattinoni., Intensive Care Med. 2020 Jun;46(6):1099-1102

Type-L pneumonia 
• May remain unchanging for a period 

and then improve or worsen. 
• Patient self-inflicted lung injury (P-SILI).

Dr. Pin-Kuei Fu
31

Am J Respir Crit Care Med . 2017 15;195(4):438-442

P-SILI



The pathophysiology of ‘happy’ hypoxemia

DDr. Pin--KKuei Fu
32Respir Res. 2020 Jul 28;21(1):198

Causes of hypoxemia in COVID-19

Intrapulmonary shunting

Loss of lung perfusion regulation

Intravascular microthrombi

Impaired diffusion capacity

Dr. Pin-Kuei Fu
33Respir Res. 2020 Jul 28;21(1):198

Type H, COVID-19 Pneumonia

DDr. Pin--KKuei Fu
34

Type H COIVD-19 
Pneumonia

High elastance

High right-to left 
shunt

High Lung weight

High Lung 
recruitability

Gattinoni., Intensive Care Med. 2020 Jun;46(6):1099-1102

Type L & Type H: difference in Chest CT 

DDr. Pin--KKuei Fu
35

Type L COIVD-19 
Pneumonia

Type H COIVD-19 
Pneumonia



30d Mortality:70% in Type H pneumonia

DDr. Pin--KKuei Fu
36

Type H (receive MV in 
the first 24h)

Type L (Not receive 
MV in the first 24h)

Mortality=30%

Mortality=70%

Source: ICNARC COVID-19 Study Case Mix Programme Database 04 April 2020

Treatment Strategy of respiratory 
therapy in COVID-19 pneumonia

Dr. Pin-Kuei Fu 37

DDr. Pin--KKuei Fu
38Poston., JAMA. 2020 Mar 26. doi: 10.1001/jama.2020.4914. Online

ARDS

Lung recruitment 
40/40

12-16h

PEEP

NM blocker

V/V ECMO

SpO2: 90-96%

HFNC

NIPPV
Monitor, Early Intubation

Prone position in Non-intubated 
patients with COVID-19

Dr. Pin-Kuei Fu 39



DDr. Pin--KKuei Fu
40J Intensive Care Med. 2020 Aug;35(8):818-824.

FiO2

day

NC
HFNC

Prone

NC

DDr. Pin--KKuei Fu
41J Intensive Care Med. 2020 Aug;35(8):818-824.

FiO2

HFNC

NC

day

Prone

extubated

DDr. Pin--KKuei Fu
42

Indication of Prone in non-intubated (PINI)

DDr. Pin--KKuei Fu
43J Intensive Care Med. 2020 Aug;35(8):818-824.



Contra-Indication of PINI

DDr. Pin--KKuei Fu
44J Intensive Care Med. 2020 Aug;35(8):818-824.

• This pilot study was carried out in a single ED in NY City.
• 50 pts enrolled, median SpO2 at triage: 80% (IQR 69 to 85).
• Supplemental O2� SpO2: 84% (IQR 75 to 90).
• After 5 mins of prone + O2� SpO2: 94% (IQR 90 to 95).
• 24 hours failure rate (need IMV): 13 patients (24%)

DDr. Pin--KKuei Fu
45Acad Emerg Med. 2020 May;27(5):375-378.

DDr. Pin--KKuei Fu
46Lancet Respir Med 2020; 8: 765–74

• March 20 ~ April 9, 2020, enrolled 56 patients.
• Prone:  feasible (maintained > 3 h) in 47 pts (83.9%)
• PFR: improved from supine to prone (180.5 & 285mmHg)
• Eventually intubated: 13 (28%) of 46 patients.
• Responders: 

– Higher CRP level (12.7 & 8.4mg/dl)
– Early admission and Prone (2.7 days & 4.6 days)

DDr. Pin--KKuei Fu
47Lancet Respir Med 2020; 8: 765–74



DDr. Pin--KKuei Fu
48Lancet Respir Med 2020; 8: 765–74

Maintain the prone position for at least 3 h

Responder Non-Responder

Biologics and Steroid may benefit to 
Asthmatic patient with COVID-19 infection

Dr. Pin-Kuei Fu 49

Pathophysiology of different asthma 
phenotypes

Brusselle G et al. Ann Am Thorac Soc. 2014:11;S322–S328.

Macrophages

NKT
cells

IL-33

Allergens
Goblet cells

Pollution, microbes

IL-33
IL-25
TSLP

Dendritic cells

IL-33
IL-25
TSLP

IgE

B cells

Eosinophils

Smooth muscle cells

Neutrophils

Naive 
T cells

Airway
epithelium

ILC2

Basophils
Mast 
cells

IL-9

IL-13 IL-13

TH2

IL-5

IL-13

IL-4,IL-13

IL-5

IL-13

Atopic eosinophilic
asthma

Non-atopic eosinophilic 
asthma

Neutrophilic asthma

CXCL8
GM-CSF

Th17 
cells

IL-17A

IL-17R

50

Combination of biomarkers and clinical features 
to identify the correct asthma phenotype

DDr. Pin-Kuei Fu 51
Pharmacological Research 146 (2019) 104296



DDr. Pin-Kuei Fu 52

(2020 GINA) Adults & Adolescents 12+ y

Anti-IgE

Anti-IL5/5R
Anti-IL4R

Why asthma might surprisingly protect 
against poor outcomes in COVID-19 

DDr. Pin--KKuei Fu
53Eur Respir J 2020; in press 

T2 Asthma ↓ the risk of COVID-19 infection

DDr. Pin--KKuei Fu
54

J Allergy Clin Immunol 2020;146:1295-301

IL-13 and ICS reduces ACE-2 gene expression

DDr. Pin--KKuei Fu
55Am J Physiol Lung Cell Mol Physiol 2020; 318: L1244–L1247



DDr. Pin--KKuei Fu
56J Allergy Clin Immunol 2020;146:545-54

Anti-IgE

DDr. Pin--KKuei Fu
57Allergy. 2020 Oct;75(10):2705-2708.

New insights into the utility of omalizumab

DDr. Pin--KKuei Fu
58

Omalizumab: blocks IgE and 
enhances IFN-� responses in pDCs

J Allergy Clin Immunol. 2019 Mar;143(3):923-926.e1.

Vaccination for SARS-CoV-2

Dr. Pin-Kuei Fu 59



Overview of the diverse types of vaccines, and 
their potential advantages and disadvantages

DDr. Pin--KKuei Fu
60Signal Transduction and Targeted Therapy 2020; 5:237

DDr. Pin--KKuei Fu
61Signal Transduction and Targeted Therapy 2020; 5:237

The immune responses induced by vaccines

DDr. Pin--KKuei Fu
62

DDr. Pin--KKuei Fu
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• 45 ( 18-55 )
• 2 (BNT162b1) 21
• 10 μg, 30 μg, 100 μg (100 μg )

Nature. 2020 Oct;586(7830):589-593. 

DDr. Pin--KKuei Fu
65N Engl J Med. 2020 Jul 14;NEJMoa2022483.

COVD-19 mRNA (2020/07/14)

• 45 ( 18-55 )
• 2 (mRNA-1273) 28
• 25 μg, 100 μg, 250 μg

(50 100 μg) (100 μg)

DDr. Pin--KKuei Fu
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DDr. Pin--KKuei Fu
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Take Home Messages
• COIVD-19 :

–

•
– Type L (low) & Type H (High)

• PFR>150mmHg
• T2 COIVD-19 COPD
• Anti-IgE (Omalizumab)

– pDC IFN-� response

• mNRA

Dr. Pin--Kuei Fu
69



The real world data of immunotherapy for lung cancer:  

the experience in CMUH 
 

中國醫藥大學附設醫院胸腔暨重症系 

     林裕超醫師   

Abstract 

Lung cancer-related cancer deaths are estimated to be 1.6 million per year, 

and lung cancer is the main etiology of all cancer mortality. Non-small-cell lung 

cancer (NSCLC), especially adenocarcinoma and squamous cell carcinoma, 

accounted for 85% of all lung cancer cases, and is always in an advanced 

unresectable tumor status when diagnosed. However, targeted therapy improved 

the overall response rate and overall survival for patients with a genetic alteration 

like an epidermal growth factor receptor (EGFR) mutation, or an anaplastic 

lymphoma kinase (ALK) or ROS proto-oncogene 1 (ROS1) translocation.    

Metastatic lung cancer patients without common genetic alterations should 

receive standard platinum-based doublet chemotherapy clinically. Although 

median overall survival with doublet cytotoxic chemotherapy has evolved when 

using a new less toxic regimen, the treatment result is still unsatisfactory 

clinically. Cancer immunotherapy is a kind of therapy that focuses on the 

immune checkpoint and resumed the immune system to fight cancer cells.  

    Many clinical trials have demonstrated that immunotherapy seemed to have 

a promising treatment effect on lung cancer patients, real-world data for 

immunotherapy is scarce. To understand our hospital experience with 

immunotherapy is important.    
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晚期肝癌西醫治療現況

Outline

• Prevalence of HCC in Taiwan

• BCLC HCC Treatment Guideline

• Method of Advance HCC Treatment 

• Timeline of Advance HCC Treatment  

• First-Line Drugs

• Second-Line Drugs

• Predictor of response to IO treatment in HCC

Disease Status: Liver Cancer in Taiwan

Liver cancer is more common in men vs women1

*Details of the guideline in each stage: Very early stage (0): Single ≤ 2 cm; preserved liver function, Eastern Cooperative Oncology Group Performance Status (ECOG PS) 0. 

Early stage (A): Single or up to 3 nodules of ≤ 3 cm; preserved liver function, ECOG PS 0. Intermediate stage (B): Multimodular; preserved liver function, ECOG PS 0. 

Advanced stage (C): Portal invasion; extrahepatic spread; preserved liver function, ECOG PS 1–2. Terminal stage (D): End-stage liver function, ECOG PS 3–4.

1.Cancer Registry Annual Report 2016 中華民國 105 年 癌症登記報告 2. Forner A et al. Lancet 2012; 379: 1245–55 ; BCLC, Barcelona Clinic Liver Cancer

Hepatocellular carcinoma (HCC) 

microenvironment components and their linkage



HCC Treatment Management of HCC: Multidisciplinary Team

van Leeuwen. Clin Liver Dis (Hoboken). 2015;6:122.

Hepatology

Pathology

Palliative

care

Oncology

Radiology

Surgery

Liver

tumor

team

Diagnostics

Liver disease management

Tumor characteristics

Assessment of prognostic 

indicators

Determining treatment goals

Symptom, pain management

Spiritual care

Management of other 

malignancies Systemic therapy

Neoadjuvant, adjuvant therapy

Resection, transplantation

Ethanol injection, 

radiofrequency ablation

Chemoembolization

Imaging

Preventive hepatology

HCC Treatment ( Under BCLC Classification)  
Treatment of Advance HCC

Target Therapy 



Treatment of Advance HCC

Target Therapy 

HCC treatments recommended in BCLC guidelines

Targeted Therapy for Hepatocellullar Carcinoma 
Systemic therapy of HCC

-current status

12

First-line Second-line

Sorafenib
FDA & EMA & TFDA

Lenvatinib
FDA & EMA & TFDA 

Regorafenib
FDA & EMA & TFDA

Sorafenib

tolerant

Nivolumab
FDA conditional & TFDA  

Cabozantinib
FDA & EMA & TFDA 

2nd, 3rd

Ramucirumab
FDA& TFDA 

AFP >400

Pembrolizumab
FDA conditional & TFDA 

Atezolizumab + Bevacizumab Nivolumab (1mg/kg) + Ipilimumab (3mg/kg)

FDA (11Mar 2020)
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Sorafenib (SHARP study)
ORR:2%; DCR:73%; OS:10.7m

Lenvatinib (REFLECT study)
ORR:18.8%; DCR:72.8%; OS:13.6m Nivolumab (Checkmate 459)

ORR:15%; DCR:55%; OS:16.4m

Atezolizumab + bevacizumab (Imbrave 150)
ORR:27%; DCR:74%; OS:>17m

Pembrolizumab + Lenvatinib (Keynote 524)
ORR:36%; DCR:88%; OS:22m

24

Monotherapy Combination therapy

Ongoing front line trials

Phase 3 Arms

HIMALAYA Durvalumab + Tremelimumab

Sorafenib

COSMIC Atezolizumab + Cabozantinib

Sorafenib

LEAP-002 Pembrolizumab + Lenvatinib

Lenvatinib

CA209-9DW Nivolumab + Ipilimumab 

Sorafenib or Lenvatinib

1st Line Systemic Treatment for HCC
Targeted Therapy: Sorafenib

Wilhelm SM, et al. Cancer Res. 2004;64:7099-7109. 

Wilhelm SM, et al. Mol Cancer Ther. 2008;7:3129-3140. 

RAS

Vascular cell

Angiogenesis:

VEGFF

VEGFR-2PDGFR-b

Paracrine 

stimulation

Mitochondria

Apoptosis

Tumor cell

PDGF

VEGF

EGF/HGF

Proliferation
Survival

Mitochondria

HIF-2

Nucleus

Autocrine loop

Apoptosis

ERK

RAS

MEK

RAF

Nucleus

ERK

MEK

RAF

Differentiation

Proliferation

Migration

Tubule 

formation

PDGF-b

EGF/HGF

Multispecific, blocks tyrosine kinase receptors regulating tumor proliferation and 

angiogenesis

Phase III SHARP Study: Sorafenib vs

Placebo in Advanced HCC

▪ Primary endpoints: OS, time to symptomatic progression

▪ Secondary endpoint: TTP (independent review), disease control 
rate, safety

Stratified by macroscopic vascular 

invasion and/or extrahepatic spread; 

ECOG PS; geographical region

Pts with advanced 

HCC, Child-Pugh A, at least 

1 untreated lesion,

ECOG PS ≤ 2, no previous 

systemic treatment, life 

expectancy ≥ 12 wks 

(N = 602)

Sorafenib 
400 mg PO BID, continuous dosing

(n = 299)

Placebo 
2 tablets PO BID, continuous dosing

(n = 303)

Llovet JM, et al. N Engl J Med. 2008;359:378-390.

Kane RC, et al. Oncologist. 2009;14:95-100.

SHARP: Overall Survival

▪ Sorafenib improved OS vs placebo in unresectable HCC
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Sorafenib

Median: 10.7 mos

(95% CI: 9.4-13.3)

Placebo

Median: 7.9 mos

(95% CI: 6.8-9.1)

HR: 0.69 

(95% CI: 0.55-0.87; P < .001)

Llovet JM, et al. N Engl J Med. 2008;359:378-390.
Kane RC, et al. Oncologist. 2009;14:95-100.



SHARP: Survival and Progression

▪ Sorafenib treatment associated with improved OS in nearly all selected subgroups, 
including those with poorer performance status and macroscopic vascular invasion

Llovet. NEJM. 2008;359:378.

Time to Radiologic Progression
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Mos Since Randomization

Sorafenib
Placebo

Phase III Asia Pacific Study: Sorafenib vs 

Placebo in Advanced HCC

▪ Randomized phase III trial conducted in China, South Korea, 
and Taiwan

▪ Primary endpoint not predefined

– Assessed OS, TTP, time to symptomatic progression, DCR, and safety

Randomized 2:1; stratified by macroscopic vascular invasion, 

extrahepatic spread, ECOG PS, and geographical region

Pts with advanced 

HCC, Child-Pugh A, at least 

1 untreated lesion,

ECOG PS ≤ 2, no previous 

systemic treatment, life 

expectancy ≥ 12 wks 

(N = 226)

Sorafenib
400 mg PO BID, continuous dosing

(n = 150)

Placebo 
2 tablets PO BID, continuous dosing

(n = 76)

Llovet JM, et al. N Engl J Med. 2008;359:378-390.

Kane RC, et al. Oncologist. 2009;14:95-100.

Asia/Pacific Sorafenib Study: OS

Median OS, Mos

Sorafenib: 6.5

Placebo: 4.2

HR: 0.68 

(95% CI: 0.50-0.93; P = .014)

Cheng AL, et al. Lancet Oncol. 2009;10:25-34.
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Targeted Therapy for Hepatocellullar Carcinoma 

11年



REFLECT: 

Frontline Lenvatinib vs Sorafenib in Unresectable HCC

▪ Randomized, open-label, noninferiority phase III trial

‒ Lenvatinib: multitargeted TKI; potent against VEGFR2 and VEGFR3; also targets 
VEGFR1, FGFR1-4, PDGFRα, RET, and KIT

▪ Primary endpoint: OS

▪ Secondary endpoints: PFS, TTP, ORR, PK, QoL

Kudo. Lancet. 2018;391:1163.

Adult patients with 
unresectable HCC, no 

prior systemic therapy, 
Child-Pugh A, BCLC stage 

B or C, ECOG PS 0/1
(N = 954)

Lenvatinib QD*
(n = 478)

Sorafenib 400 mg BID
(n = 476)

*Body weight < 60 kg, 8 mg; body weight ≥ 60 kg, 12 mg.

REFLECT: Efficacy

Outcome
Lenvatinib
(n = 478)

Sorafenib
(n = 476)

HR

mOS, mos 
(95% CI)

13.6 
(12.1-14.9)

12.3 
(10.4-13.9)

0.92 
(0.79-1.06)

mPFS, mos 
(95% CI)

7.4* 
(6.9-8.8)

3.7 
(3.6-4.6)

0.66 
(0.57-0.77)

mTTP, mos 
(95% CI)

8.9* 
(7.4-9.2)

3.7 
(3.6-5.4)

0.63 
(0.53-0.73)

ORR, n (%) 115 (24.1)* 44 (9.2)

*P < .00001 vs sorafenib.

*P < .00001 vs sorafenib.
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Lenvatinib
Sorafenib

OS

Kudo. Lancet. 2018;391:1163.

Targeted Therapy for Hepatocellullar Carcinoma Combining VEGF and PD-1/PD-L1 Inhibitors

Atezolizumab (PD-L1 Inhibitor)

• Promotes T-cell activation by allowing 

B7.1 costimulation

• Restores anticancer immunity with 

activity further enhanced through 

VEGF-mediated immunomodulatory

effects

Bevacizumab (VEGF Inhibitor)

• Promotes DC maturation

• Normalizes tumor vasculature, 

increasing T-cell infiltration

• Decreases activity of 

immunosuppressive cells (MDSCs, 

Tregs)

Chen. Immunity. 2013;39:1. Hegde. Semin Cancer Biol. 2018;52:117. Wallin. Nat Commun. 2016;7:12624.

▪ In combination, bevacizumab may enhance efficacy of atezolizumab by 
reversing VEGF-mediated immunosuppression to promote T-cell infiltration 
into tumor



IMbrave150: Atezolizumab + Bevacizumab vs

Sorafenib for First-Line Treatment of Advanced HCC

1. Finn. NEJM. 2020;382:1894. 2. Lee. Lancet Oncol. 2020;21:808. Slide credit: clinicaloptions.com

Treatment until 

PD or intolerable 

toxicity

• Multicenter, randomized, open-label phase III trial[1]

– GO30140: randomized phase Ib study showed potential benefit of atezolizumab + 

bevacizumab for patients with advanced HCC (ORR 36%)[2]

Patients with locally advanced 
or metastatic and/or 

unresectable HCC with no 
previous systemic therapy, 

Child-Pugh A, and 
ECOG PS ≤ 1*

(N = 501)

Atezolizumab 1200 mg Q3W + 
Bevacizumab 15 mg/kg Q3W

(n = 336)

Sorafenib 400 mg BD
(n = 165)

▪ Coprimary endpoints: OS and PFS

*Trial included subgroups of high-risk patients excluded from other contemporary phase III trials: ≈ 40% had macrovascular 
invasion; specifically included patients with 50% hepatic involvement or main portal vein invasion or invasion of the portal vein 
branch contralateral to the primarily involved lobe.

IMbrave150: OS and PFS

Slide credit: clinicaloptions.com

Median follow-up: 8.6 mos. 
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55%

Median OS, Mos (95% CI)
Atezo + bev
Sorafenib

NE
13.2 (10.4-NE)

HR: 0.58 (95% CI: 0.42-0.79;
P = .0001)

Median PFS, Mos (95% CI)
Atezo + bev
Sorafenib

6.8 (5.7-8.3)
4.3 (4.3-5.6)

HR: 0.59 (95% CI: 0.47-0.76;
P < .0001)

Finn. NEJM. 2020;382:1894.

IMbrave150: Response

Variable, n (%)

IRF RECIST 1.1 IRF HCC-Specific mRECIST

Atezo + Bev

(n = 326)

Sorafenib

(n = 159)

Difference

(P Value)

Atezo + Bev

(n = 325)

Sorafenib

(n = 158)

Difference

(P Value)

Confirmed objective 

response
89 (27.3) 19 (11.9)

15.4 

(< .001)
108 (33.2) 21 (13.3)

19.9

(< .001)

CR 18 (5.5) 0 33 (10.2) 3 (1.9)

PR 71 (21.8) 19 (11.9) 75 (23.1) 18 (11.4)

Stable disease 151 (46.3) 69 (43.4) 127 (39.1) 66 (41.8)

Disease control rate 240 (73.6) 88 (55.3) 235 (72.3) 87 (55.1)

Progressive disease 64 (19.6) 39 (24.5) 66 (20.3) 40 (25.3)

Unevaluable 8 (2.5) 14 (8.8) 10 (3.1) 14 (8.9)

Data missing 14 (4.3) 18 (11.3) 14 (4.3) 17 (10.8)

Ongoing objective 

response, n/N (%)

77/89 

(86.5) 

13/19 

(68.4)
84/108 (77.8) 

13/21 

(61.9)
Finn. NEJM. 2020;382:1894.

Targeted Therapy for Hepatocellullar Carcinoma 

http://www.clinicaloptions.com/
http://www.clinicaloptions.com/




Selecting Second-Line Systemic Therapy

Based on RCTs

Regorafenib Cabozantinib

Pembrolizumab

Ramucirumab

Nivolumab

+ 

ipilimumab

LenvatinibSorafenibAtezo + bev

Nivolumab

Based on non-randomized trials or lacking prospective trial data

HCC Treatment Landscape: Second-line Options

Question

NCCN Guidelines. Hepatobiliary Cancers. v2.2019.

FDA Approved for HCC

Agent Key Trial NCCN Recommendation

Cabozantinib* CELESTIAL Child-Pugh class A only (category 1)†

Nivolumab* CheckMate-040 Child-Pugh class A or B7 (category 2A)

Pembrolizumab* KEYNOTE-224 Child-Pugh class A only (category 2B)

Sorafenib Child-Pugh class A or B7 
(after first-line lenvatinib; category 2A)‡

Ramucirumab* REACH-2 AFP ≥ 400 ng/mL only (category 1)†

Regorafenib* RESORCE Child-Pugh class A only (category 1)†

*FDA indication for patients who have received previous treatment with sorafenib. †Data reflect use on/after sorafenib. ‡There are no data to define 
optimal treatment for those who progress after lenvatinib, nor for the use of lenvatinib after sorafenib. 

Targeted Therapy for Hepatocellullar Carcinoma 2nd Line Systemic Treatment for HCC

Survival (months)
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Regorafenib (RESORCE)
ORR:6.6%; DCR:65.7%; OS:10.6m

Cabozantinib (CELESTIAL)
ORR:4%; DCR:60%; OS:10.2m (11.3)

24

Pembrolizumab (Keynote224)
ORR:17%; DCR:62%; OS:12.9m

Ramucirumab (REACH2)
ORR:4.6%; DCR:59.5%; OS:8.5m

Nivolumab (Checkmate 040)
ORR:14%; DCR:56%; OS:15.2m

Targeted therapy Immunotherapy

Nivolumab+Ipilimumab (Checkmate040)
ORR:32%; DCR:54%; OS:22.8m

Combination therapy



Targeted Therapy for Hepatocellullar Carcinoma Sorafenib vs Regorafenib: Key Molecular Difference

▪ Broader and more potent 
target profile than 
sorafenib: VEGFR1-3, c-KIT, 
TIE-2, PDGFR-β, FGFR-1, RET, 
c-RAF, BRAF, and p38 MAP 
kinase

▪ Regorafenib metabolites 
(M-2 and M-5) have 
continued antineoplastic 
effect during 1-wk washout 
period
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Regorafenib

Sorafenib

F

Trojan. J Hepatocell Carcinoma. 2016;3:31. Kline. Pharmaceuticals. 2013;6:988.

Sorafenib vs Regorafenib: Key Molecular Difference
RESORCE: Second-line 

Regorafenib vs Placebo in HCC With Progression

▪ Multicenter, randomized, double-blind phase III trial

▪ Primary endpoint: OS

▪ Secondary endpoints: PFS, TTP, ORR, and disease control rate 

Patients with advanced 
HCC who tolerated first-line 

sorafenib but progressed 
on this agent; ECOG PS < 2; 

BCLC stage B or C, 
Child-Pugh A 

(N = 573)

Until PD, unacceptable 
toxicity, or withdrawal

Regorafenib 
160 mg PO QD Days 1-21 of 28-day cycle

+ BSC
(n = 379)

Placebo 
Days 1-21 of 28-day cycle

+ BSC
(n = 194)

Bruix. Lancet. 2017;389:56.



RESORCE: Survival
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Median OS, Mos
Regorafenib
Placebo

10.6
7.8

HR: 0.63 (95% CI: 0.50-0.79; 
P < .0001)

Median PFS, Mos
Regorafenib
Placebo

3.1
1.5

HR: 0.46 (95% CI: 0.37-0.56; 
P < .0001)

Targeted Therapy for Hepatocellullar Carcinoma 

Timeline for cancer immunotherapy in 

bladder cancer
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CheckMate 040: Nivolumab for Advanced HCC

▪ Open-label phase I/II trial in adults with advanced HCC with Child-Pugh class A/B7 (escalation 
phase) and class A (expansion phase) and ECOG PS < 1; previous sorafenib treatment allowed

El-Khoueiry. Lancet. 2017;389:2492.

Dose Escalation (n = 48)
3 + 3 design

Dose Expansion (n = 214)
3 mg/kg

Without
viral
hepatitis

0.1 mg/kg
(n = 1)

0.3 mg/kg
(n = 3)

1.0 mg/kg
(n = 3)

3.0 mg/kg
(n = 3)

10 mg/kg
(n = 13)

n = 6 n = 9 n = 10 n = 10 n = 13

HCV
infected

0.3 mg/kg
(n = 3)

1.0 mg/kg
(n = 4)

3.0 mg/kg
(n = 3)

HBV 
infected

0.1 mg/kg
(n = 5)

0.3 mg/kg
(n = 3)

1.0 mg/kg
(n = 3)

3.0 mg/kg
(n = 4)

Sorafenib untreated or intolerant
(n = 56)

Sorafenib progressor
(n = 57)

HCV infected
(n = 50)

HBV infected
(n = 51)

▪ Primary endpoints: safety and tolerability (escalation); ORR (expansion)

CheckMate 040: Percent Change in Tumor Burden

Sorafenib Untreated or Intolerant 
Without Viral Hepatitis
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El-Khoueiry. Lancet. 2017;389:2492.

CheckMate 040: Efficacy in Dose-Expansion Phase

Outcome
Uninfected 

Untreated/intolerant 
(n = 56)

Uninfected 
Progressor 

(n = 57)

HCV 
Infected 
(n = 50)

HBV 
Infected 
(n = 51)

All Patients 
(N = 214)

ORR, % 23 21 20 14 20

▪ CR 0 4 0 2 1

▪ PR 23 18 20 12 18

▪ SD 52 40 46 41 45

▪ PD 23 32 28 45 32

Median OS, mos NR 13.2 NR NR NR

OS at 6/9 mos, % 89/82 75/63 85/81 84/70 83/74

Median PFS, mos 5.4 4.0 4.0 4.0 4.0

El-Khoueiry. Lancet. 2017;389:2492.



Targeted Therapy for Hepatocellullar Carcinoma 
KEYNOTE-224:

Pembrolizumab for Patients With Previously Treated HCC 

▪ Nonrandomized, open-label, multicenter phase II trial

Zhu. Lancet Oncol. 2018;19:940.

▪ Primary endpoint: ORR

▪ Secondary endpoints: DOR, disease control, TTP, PFS, OS, 
safety/tolerability

Adults with advanced 
HCC who had PD with or 
intolerance to sorafenib, 
Child-Pugh A, BCLC stage 
B or C, ECOG PS 0/1, life 

expectancy > 3 mos
(N = 104)

Pembrolizumab
200 mg Q3W

Treatment continued up to 
35 cycles or until PD, 

unacceptable toxicity, 
patient withdrawal, or 
investigator decision

KEYNOTE-224:

Responses Across Etiologies 
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Study Cohort (n = 104) Uninfected (n = 57) Infected With 
Hepatitis C Virus (n = 26)

Infected With 
Hepatitis B Virus (n = 21)

Zhu. Lancet Oncol. 2018;19:940.

KEYNOTE-224: Response

▪ Median time to response was 2.1 mos; 77% had response duration of ≥ 9 mos and the median DOR 
was not reached 

▪ Median OS: 12.9 mos; median PFS and TTP: 4.9 mos

Zhu. Lancet Oncol. 2018;19:940.

Response n (%) 95% CI

ORR (CR + PR) 18 (17) 9.8-25.9

Disease control (CR + PR + SD) 64 (62) 51.5-70.9

Best overall response

▪ CR 1 (1) 0-5.2

▪ PR 17 (16) 9.1-23.8

▪ SD 46 (44) 35.4-55.3

▪ PD 34 (33) 23.8-42.6

No assessment 6 (6) 2.1-12.1

Median follow up: 12.3 mos.



KN-240 Study Design

Pembrolizumab 
200 mg Q3W + BSC 

Saline-placebo 
Q3W + BSC

Randomized 2:1
N=413 

OS 

PFS (RECIST v1.1, central review)

Primary End Point

ORR, DOR, DCR and TTP (all RECIST v1.1, central review)

Safety and tolerability

Secondary End Points

Response was assessed Q6W

Phase 3 randomized study of pembrolizumab vs best supportive care (BSC) 

for 2L advanced hepatocellular carcinoma

• Pathologically/radiographically confirmed HCC

• Progression on/intolerance to sorafenib

• Child Pugh class A

• BCLC stage B/C

• ECOG PS 0-1

• Measurable disease per RECIST v1.1

• Main portal vein invasion was excluded

Key Eligibility Criteria

• Geographic region (Asia w/o Japan vs non-Asia w/Japan)

• Macrovascular invasion (Y vs N)

• AFP level (≥200 vs <200 ng/mL)

Stratification Factors

Finn RS et al. J Clin Oncol 38:193-202.

HCC = Hepatocellular carcinoma；BCLC = Barcelona Clinic Liver Cancer；
ECOG = Eastern Cooperative Oncology Group；RECIST = Response Evaluation Criteria in Solid Tumors

ORR = Objective Response Rate；DOR = Duration of Response；PFS = Progression-Free Survival；
OS = Overall Survival；DCR = Disease Control Rate; TTP = Time to Progression.

Overall Survival

Data Cut off: Jan 2, 2019

Finn RS et al. J Clin Oncol 38:193-202.

HR = Hazard ratio ； CI = Confidence Interval

Progression-Free Survival

Primary Analysis Final Analysis

Data cutoff: Mar 26, 2018 for primary analysis and Jan 2, 2019 for OS final analysis.

Finn RS et al. J Clin Oncol 38:193-202.

HR = Hazard ratio ； CI = Confidence Interval ; Pembro = Pembrolizumab

Pembro Placebo

HR

(95% CI)
0.775 (0.609-0.987)

P value 0.0186

Median 

(95% CI)

3.0 mo

(2.8-4.1)

2.8 mo

(2.5-4.1)

Objective Response Rate at Final Analysis

(RECIST 1.1, BICR)

Response, n(%)
Pembrolizumab

N=278

Placebo

N=135

Best Overall Response

CR 6 (2.2) 0

PR 45 (16.2) 6 (4.4)

SD 122 (43.9) 66 (48.9)

SD ≥23 weeks 37 (13.3) 20 (14.8)

Progressive Disease 90 (32.4) 57 (42.2)

Disease Control Rate

(CR+PR+SD) 173 (62.2) 72 (53.3)

Duration of response, median (range)b,c:
• Pembrolizumab: 13.8 mo (1.5+ mo - 23.6+ mo)

• Placebo: not reached (2.8 mo-20.4+ mo)

aNominal one-sided P-value based on the Miettinen and Nurminen method stratified by randomization factors. bFrom product-limit (Kaplan-Meier) method for censored data.  C”+ “ indicates no PD by the time of last disease assessment.  

Data cutoff: Jan2, 2019. Pembro = Pembrolizumab

Finn RS et al. J Clin Oncol 38:193-202.

RECIST = Response Evaluation Criteria in Solid Tumors ； BICR = Blinded independent central review; CR = complete response ； PR = partial response ； SD = stable disease ； ORR = Objective Response Rate

Estimated treatment difference (95% CI)

N=278 N=135



Overall Survival 相較整體族群，亞洲病患經KEYTRUDA治療可達
更佳臨床效益，提升存活期5.5個月(HR=0.548)。

3.3 mos 5.5 mos

• The OS improvement was numerically greater in the overall East-Asia population, 

(5.5 vs 3.3 months) when compared to the overall trial population

• Unlike the main study treatment, East-Asia population analysis showed an OS improvement 

in the East-Asia population HR (95% CI): 0.548 (0.374-0.804)

East-Asia population 2Overall population 1

1. Finn RS et al. J Clin Oncol 38:193-202.2.Kudo M et al, KEYNOTE-240 Asian updates @ ASCO-GI 2020
HR = Hazard ratio ； CI = confidence interval; OS = Overall Survival 

Progression-Free Survival
相較整體族群，亞洲病患經KEYTRUDA
治療可達更佳臨床效益，
延長無疾病惡化期1.4個月(HR=0.475)

East-Asia population 2Overall population 1

▪ The PFS improvement was numerically greater in the East-Asia population, (1.4 vs 0.2 months) when compared to the 
overall trial population

▪ Unlike the main study treatment, East-Asia population analysis showed an PFS improvement 
in the East-Asia HR (95% CI): 0.475 (0.324-0.696)

0.2 mos 1.4 mos

1. Finn RS et al. J Clin Oncol 38:193-202.2.Kudo M et al, KEYNOTE-240 Asian updates @ ASCO-GI 2020
HR = Hazard ratio ； CI = confidence interval; PFS = Progression-Free Survival

Efficacy Summary Table

藥品
KEYTRUDA吉舒達
(Pembrolizumab)

Trial KEYNOTE-2401 KEYNOTE-2242

Phase III II

Population Overall Asian3 Overall

Median OS

(mos)

13.9 vs 10.6 13.8 vs 8.3

12.9
+3.3 mos +5.5 mos

HR=0.781
P=0.0238

HR=0.548
P=0.0009

Median PFS

(mos)

3.0 vs 2.8
HR=0.718
P=0.0022

2.8 vs 1.4
HR=0.475
P<0.0001

4.9

ORR

(客觀反應率)
18.3% vs 4.4%

P=0.00007

20.6% vs 2.0%
P=0.00135

17%

DCR

(疾病控制率)
62.2% vs 53.3% 59.8% vs 40.0% 62%

1. Finn RS et al, J Clin Oncol 38:193-202  2. Zhu AX et al, Lancet Oncol. 2018; 19: 940-952. 3. Kudo M et al, KEYNOTE-240 Asian updates @ ASCO-GI 2020
ORR = Objective Response Rate ；PFS = Progression-Free Survival ；OS = Overall Survival ； HR = Hazard ratio ；; DCR, disease control rate 

Targeted Therapy for Hepatocellullar Carcinoma 



CELESTIAL: 

Cabozantinib for Previously Treated HCC

▪ Randomized, double-blind phase III trial

‒ Cabozantinib: multitargeted TKI; inhibits MET, VEGFR-1, -2, -3, AXL, RET, ROS1, TYRO3, 
MER, KIT, TRKB, FLT-3, and TIE-2

▪ Primary endpoint: OS

▪ Secondary endpoints: PFS, ORR

Adult patients with advanced HCC 
who experienced PD after 

sorafenib; may have received up 
to 2 previous systemic regimens; 
Child-Pugh class A; ECOG PS 0/1

(N = 707)

Cabozantinib 60 mg* PO QD
(n = 470)

Placebo PO QD 
(n = 237)

Abou-Alfa. NEJM. 2018;379:54. Cabozantinib PI.

Until loss of clinical 
benefit, unacceptable 

toxicity

*Treatment interruptions, dose reductions 
(to 40 mg, then 20 mg) used to manage AEs.

CELESTIAL: OS and PFS
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Abou-Alfa. NEJM. 2018;379:54.

Median OS, Mos
Cabozantinib
Placebo

10.2
8.0

HR: 0.76 (95% CI: 0.63-0.92; 
P = .005)

Median PFS, Mos
Cabozantinib
Placebo

5.2
1.9

CELESTIAL: Response

Outcome, % 
Cabozantinib 

(n = 470)
Placebo 
(n = 237)

ORR 4 < 1

▪ 95% CI 2-6 0-2

▪ P value .009

Best overall response

▪ CR 0 0

▪ PR 4 < 1

▪ SD 60 33

▪ PD 21 55

▪ Not evaluable 15 11

Abou-Alfa. NEJM. 2018;379:54.

Targeted Therapy for Hepatocellullar Carcinoma 



REACH-2: Ramucirumab 

for Patients With Previously Treated HCC and Higher AFP 

▪ Randomized, double-blind, multicenter phase III trial[1]

‒ Ramucirumab: anti-VEGFR2 monoclonal antibody

‒ REACH trial: patients with PD on sorafenib were randomly assigned to ramucirumab vs placebo; 
although the primary endpoint of OS was not met, a prespecified population of patients with baseline 
AFP ≥ 400 ng/mL and Child-Pugh class A demonstrated a significant OS advantage[2]

Patients with advanced 
HCC, AFP > 400 ng/mL, 

BCLC stage B/C, 
Child-Pugh class A, ECOG 

0/1, prior sorafenib
(N = 292)

Treatment continued until 
unacceptable toxicity or 

withdrawal

Ramucirumab + BSC
8 mg/kg IV Q2W

(n = 197)

Placebo + BSC
Q2W

(n = 95)

1. Zhu. Lancet Oncol. 2019;20:282. 2. Zhu. Lancet Oncol. 2015;16:859. 

▪ Primary endpoint: OS; secondary endpoints: PFS, ORR, time to radiographic progression, time to 
FHSI-8 score decline, time to ECOG PS decline

REACH-2: Survival

Mos Since Randomization
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Median OS, Mos
Ramucirumab
Placebo

8.5
7.3

HR: 0.710 (95% CI: 0.531-0.949; 
P = .0199)

Median PFS, Mos
Ramucirumab
Placebo

2.8
1.6

HR: 0.452 (95% CI: 0.339-0.603; 
P < .0001)

Zhu. Lancet Oncol. 2019;20:282.

Targeted Therapy for Hepatocellullar Carcinoma Current Evidence of  Combination Therapy in HCC

• Nivolumab+Ipilimumab

– Higher ORR (>30% in each arm)

– Durable tumor response (mDOR=16.6~22.2 m)



I-O vs Targeted Therapy (OS)

0.2

Dose Expansion: Median OS  (95% CI), mo = 13.2 (13.2–NR)

Dose Escalation: Median OS (95% CI), mo = 15.0 (5.0–20.2)
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Checkmate 040

I-O

Targeted

Keynote 224

Median (95% CI) mo = 12.9 mo (95% CI 9.7-15.5)

Estimated 12-mo rate = 54%

Predictor of response to IO treatment in HCC

78

Lee PC, Chao Y*, Huang YH*, et al. Cancers (Basel). 2020 Jan 11;12(1). pii: E182. doi: 

10.3390/cancers12010182.

OS of HCC patients stratified by (A) Child–Pugh 

classification, and (B) Albumin-bilirubin (ALBI) grade

PC Lee, Y Chao*, YH Huang*, et al. Cancers 2020, 12, 182; doi:10.3390/cancers12010182



10-10 rule: association between tumor 

response and early AFP reduction

Baseline AFP level

Patients 

with 

evaluabl

e image 

(n=90)

≥10 

ng/ml

(n=75)

<10 

ng/ml

(n=15)

10% AFP reduction 
within 4 weeks

NA (n=5)

Yes

(n=22)

No

(n=49)

Yes

(n=4)

No

(n=10)

ORR (%) DCR (%)

63.6

(n=14)

10.2

(n=5)

0

(n=0)

30

(n=3)

81.8

(n=18)

14.3

(n=7)

50

(n=2)

50

(n=5)

P<0.001 P<0.001

P=0.505 P=1.0

Lee PC, Chao Y*, Huang YH*, et al. Cancers (Basel). 2020 Jan 11;12(1). pii: E182. doi: 

10.3390/cancers12010182.

OS of unresectable HCC according to treatment response

82
Lee PC, Chao Y*, Huang YH*, et al. Cancers (Basel). 2020 Jan 11;12(1). pii: E182. doi: 

10.3390/cancers12010182.
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晚期肝癌檢查哨免疫治療
藥物相關副作用處理

Management of Immune-related Adverse Events 
(irAEs) for Advanced Hepatocellular Carcinoma

中國醫藥大學附設醫院
消化醫學中心
賴學洲醫師

2020/12/20

Case sharing 

Case sharing

Patient Overview Laboratory Values

⚫ Age/ Gender:

⚫ 52/ male

⚫ Occupation:

⚫ business

⚫ BMI:

⚫ BH:172.6cm, BW:76.3kg, BMI:25.6

⚫ Medical history:

⚫ Non-B and Non-C

⚫ HCC treatment history:

⚫ TACE on on 108-10-17, 108-11-26. 109-1-04 

⚫ 1st NiVO 200 mg on 109-1-30-11th Nivolumab 200 treatment on 

109-6-28 

⚫ Atzerolizumab 1st on 109-7-02. atzerolizumab plus avastin on 109-

7-28

⚫ IMRT14/3500cGy since 109-3-4 to  109-3-23 (abdomen)

⚫ . nexava since 108-11-04, lenvatinib since 109-2-27. 

• Nivolumab 1st 200 mg, 3mg /kg on 109-1-03.

• Albumin [Normal Range 3.4-5.4]:

• 4.3g/dL

• ALT [Normal Range 0-40]:

• 27 U/L

• Creatinine

• 0.78 mg/dL

• Total bilirubin [Normal Range 0.2-1]:

• 0.64 mg/dL

• Cirrhosis status:

• Child A

• Hgb [Normal Range 14-16]:

• 12.9g/dL

• Platelets [Normal Range 150-400]:

• 225 x 103/mcl

• PT/INR (Prothrombin time) [Normal Range 0.8-1.2]:

• PT 10.9/INR 1.05

• AFP

• 30.78 ng/mL

108/10/08 CT

AFP 30.78 ng/mL 
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109/6/25 CT

AFP 70.7 ng/mL 

109/8/01 CT

TACE on on 108-10-17, 108-11-26. 109-1-04 
1st NiVO 200 mg on 109-1-30-11th Nivolumab 200 treatment on 109-6-28 
Atzerolizumab 1st on 109-7-02. atzerolizumab plus avastin on 109-7-28
IMRT14/3500cGy since 109-3-4 to  109-3-23 (abdomen)

. nexava since 108-11-04, lenvatinib since 109-2-27. 

AST

TACE on on 108-10-17, 108-11-26. 109-1-04 
1st NiVO 200 mg on 109-1-30-11th Nivolumab 200 treatment on 109-6-28 
Atzerolizumab 1st on 109-7-02. atzerolizumab plus avastin on 109-7-28
IMRT14/3500cGy since 109-3-4 to  109-3-23 (abdomen)

Nexava since 108-11-04, lenvatinib since 109-2-27
ALT
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Bili-T

TACE on on 108-10-17, 108-11-26. 109-1-04 
1st NiVO 200 mg on 109-1-30-11th Nivolumab 200 treatment on 109-6-28 
Atzerolizumab 1st on 109-7-02. atzerolizumab plus avastin on 109-7-28
IMRT14/3500cGy since 109-3-4 to  109-3-23 (abdomen)

Nexava since 108-11-04, lenvatinib since 109-2-27

Case sharing
Patient Overview Laboratory Values

⚫ Age/ Gender:

⚫ 57/ male

⚫ Occupation:

⚫ Business man

⚫ BMI:

⚫ Weight 65 kg

⚫ Medical History:

⚫ Alcohol drink

⚫ Esophageal adenocarcinoma, cT2N0M0  s/p thoracoscopic

esophagectomy + gastric tube reconstruction + feeding 

jejunostomy tube on 104-07-30

⚫ Chronic hepatitis B. Viral load: 42,260 copies/mL

⚫ Tenofovir 300 mg since 106-2-21

⚫ Current Medication:

⚫ Hypertension

⚫ HCC treatment history:

⚫ Right hepatic segmentectomy:Pathologic stage: pT1bN0cM0, 

poorly differentiated, stage IB on 106-9-25

⚫ RFA ( hepatocellular carcinoma) RFA on 107-7-12, 107-9-27

⚫ TACE on 107-11-26, 108-1-05 

⚫ Nexava since 108-1-11 (200 mg 1# bid)

• Nivolumab 1st NIvo 200 mg on 107-12-01

• Albumin [Normal Range 3.4-5.4]:

• 3.3 g/dL

• ALT [Normal Range 0-40]:

• 144 U/L

• Creatinine

• 0.83 mg/dL

• Total bilirubin [Normal Range 0.2-1]:

• 3.1 mg/dL

• Cirrhosis status:

• METAVIR F4 

• Hgb [Normal Range 14-16]:

• 12.1 g/dL

• Platelets [Normal Range 150-400]:

• 65 x 103/mcl

• PT/INR (Prothrombin time) [Normal Range 0.8-1.2]:

• PT 12.9/INR 1.28

• AFP

• 1026.63 ng/mL

Nivolumab treatment course

107/12/01
1st Nivo 200 mg

107/12/18
2nd Nivo 200 mg

108/01/03
3rd Nivo 200 mg

108/01/05
2nd TACE

Alb 3.1 3.6 3.6

PT 12.9 12.0

Bili-T 3.0 1.1

SGOT 161 30

SGPT 144 37 37 51

Hb 12.5 12.5 13.5

Plat 65 x 10 3 174 x 10 3 109 x 10 3 102 x 10 3

AFP 1026.63 (107/11/26)
542.48 (107/12/06)

449.82 626.40

108/03/14 CT
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Nivolumab treatment course

108/01/18
4th Nivo 200 mg

108/02/01
5th Nivo 200 mg

108/02/19
6th Nivo 200 mg

108/3/14
Nexava 200 mg  2# bid sine 
108-2-28

108/03/21

Alb 3.7 3.8 3.9 3.8 3.2

PT 12.2 12.3 12.1 16.9 18.3

Bili-T 1.1 1.3 1.6 5.2 18.3

SGOT 59 60 59 2006 2304

SGPT 32 36 38 682 1036

Hb 14.0 13.5 13.9 14.2 12.8

Plat 120 x 10 3 99 x 10 3 75 x 10 3 71 x 10 3 63 x10 3

AFP 177.66 66.17 18.42 7.82

Overview of immune check point inhibitor

CTLA-4 and PD-1/PD-L1 Checkpoint Blockade for 
Cancer Treatment

Ribas. NEJM. 2012;366:2517. 

Anti–PD-1:
Cemiplimab-rwlc
Nivolumab
Pembrolizumab

Anti–PD-L1:
Atezolizumab
Avelumab
Durvalumab

Anti–CTLA-4:
Ipilimumab

Priming Phase (Lymph Node) Effector Phase (Peripheral Tissue)

T-Cell Migration

Anti-Drug Antibodies to ICI

Davda. J ImmunoTher Cancer. 2019;7:105.

Checkpoint Inhibitor Range of reported ADA, %

Anti–PD-1 Antibodies

▪ Nivolumab 4.1-37.8

▪ Pembrolizumab 0.7-2.5

▪ Cemiplimab 1.3

Anti–PD-L1 Antibodies

▪ Atezolizumab 30-48

▪ Avelumab 4.1-5.9

▪ Durvalumab 1.8-6.6

Anti–CTLA4 Antibodies

▪ Ipilimumab
▪ Tremelimumab

1.1-26
NA
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Immune-Related AEs Associated With ICIs

Immune-Related AEs

▪ ICIs introduce the potential for transformative, durable responses in 
multiple malignancies

▪ ICIs also introduce the potential for new toxicity

▪ Immune-related AEs

‒ Activation of immune cells in nontumor compartments

‒ Can mimic autoimmune conditions

A New Spectrum of Adverse Events

Michot. Eur J Cancer. 2016;54:139. Robert. ASCO 2017. Education session: Checkpoint inhibitor immunotherapy.
Clinical images reproduced with permission of Dr. Caroline Robert, MD, PhD.

Uveitis
Orbital inflammation

Pneumonitis
Hypothyroidism

Hepatitis

Rash and vitiligo

Pancreatitis
Autoimmune diabetes

Adrenal 
insufficiency

Enterocolitis

Arthralgia

Dry mouth

Hypophysitis

Frequency of irAEs With ICI Monotherapy

▪ Incidence of irAEs can vary among malignancies[2]

‒ Retrospective review found an overall incidence of colitis in 6% and pneumonitis in 3.84% of patients with 
multiple cancer types at a single institution

‒ Colitis was significantly more common in melanoma (P = .016), pneumonitis significantly more common in 
NSCLC (P = .004)

1. Michot. Eur J Cancer. 2016;54:139. 2. Owen. ESMO 2018. Abstr 1772P.

Distribution of Grade 1/2 irAEs[1] Distribution of Grade 3-5 irAEs[1]
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Survival Benefit and Rates of AEs Can Increase With 
Combination ICI Therapy

▪ Phase III CheckMate 067: nivolumab + ipilimumab in previously untreated 
melanoma

Treatment-Related AEs, % Nivolumab + Ipilimumab (n = 313) Nivolumab (n = 313) Ipilimumab (n = 313)
Grade 3/4 59 21 28

Wolchok. NEJM. 2017;377:1345.

OS

Patients at Risk, n
Nivolumab plus ipilimumab 314 292 265 247 226 221 209 200 198 192 186 180 177 131 27 3 0

Nivolumab 316 292 265 244 230 213 201 191 181 175 171 163 156 120 28 0 0
Ipilimumab 315 285 253 227 203 181 163 148 135 128 117 107 100 68 20 2 0

Nivolumab

Ipilimumab
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58% Nivolumab plus ipilimumab

52%

34%

Time to Onset of Grade 3/4 Toxicities With 
Nivolumab + Ipilimumab in Advanced Melanoma

Sznol. JCO. 2017;35:3815.

▪ Retrospective review of 448 patients with advanced melanoma treated with 
nivolumab 1 mg/kg + ipilimumab 3 mg/kg x 4

Wks

Pulmonary
(n = 6)

Endocrine
(n = 21)

Hepatic
(n = 76)

GI
(n = 73)

Skin
(n = 33)

Renal
(n = 7)

0 10 20 30 40 50 60

3.1 (IQR: 1.0-8.0; min-max: 0.1-55.0)

7.1 (IQR: 4.3-10.6; min-max: 0.6-48.9)

8.4 (IQR: 5.2-12.1; min-max: 2.1-48.0)

11.4 (IQR: 6.7-13.6; min-max: 2.9-19.1)

9.4 (IQR: 3.7-19.9; min-max: 3.7-20.6)

16.3 (IQR: 4.1-23.7; min-max: 3.3-29.0)

Schadendorf. JCO. 2017;35:3807.

Outcomes in Melanoma Patients Who Discontinued 
Nivolumab + Ipilimumab Due to TRAEs 

OSPFS

Patients at 
Risk, n

D/c due to TRAE 96 74 50 41 32 29 26 18 5 0 0
No d/c 233 139 121 109 99 96 83 48 20 2 0
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Discontinued because of TRAEs during induction

Did not discontinue because of TRAEs

Shoushtari. JAMA Oncol. 2018;4:98. Slide credit: clinicaloptions.com

irAEs Can Occur After Discontinuation of ICIs

▪ Retrospective review of 64 patients with advanced/unresectable 
melanoma treated with nivolumab + ipilimumab at a single center 
(Dec 2014 to Jan 2016)

‒ 31 patients stopped nivolumab + ipilimumab early due to toxicity

‒ 4/31 (13%) experienced a clinically significant irAE > 16 wks after 
discontinuation (range: 22-33 wks post dose)

http://www.clinicaloptions.com/
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Identification, Assessment, and 
Management of irAEs

Most Common irAEs in Patients With Cancer Presenting 
to Emergency Department
▪ Retrospective review of 628 patients receiving ICIs who visited ED at MD Anderson Cancer Center 

(March 2011 to February 2016)

‒ Of 1026 visits, 257 (25.0%) related to irAEs, with 210 (81.7%) of irAE-related visits leading to admission

Majzoub. Ann Emerg Med. 2019;73:79.

irAE, % Ipilimumab (n = 186) Nivolumab (n = 154) Pembrolizumab (n = 109) > 1 Agent (n = 179)

Diarrhea 14.5 8.4 6.4 18.4

Colitis 7.0 2.6 1.8 7.3

Pneumonitis 3.2 7.1 4.6 4.5

Dermatitis 4.3 4.5 4.6 7.8

Hypophysitis 4.3 0.6 0 5.0

Hepatitis 1.1 6.1 1.3 0.9

Thyroiditis 1.6 0.6 0 5.0

Pancreatitis 1.1 1.9 0.9 5.0

Adrenalitis 0.5 1.3 0 1.1

Least common irAEs (all ≤ 1.1%): nephritis, hematologic effects, myocarditis, vasculitis, eye effects.

Common irAEs: Typical Presentations

irAE Common Presentation

Dermatologic[1,2] Maculopapular rash with pruritus, predominantly on trunk and to lesser 
extent the upper limbs, spreading to extremities; eczematous, lichenoid, 

psoriasiform manifestations; blistering skin reactions

Diarrhea/colitis[3] Diarrhea, abdominal pain, hematochezia, weight loss, fever, vomiting

Hepatic[3] Often asymptomatic and diagnosed via routine blood tests

Pancreatic[1] Asymptomatic elevation in amylase/lipase; CT, clinical findings of pancreatitis; 
severe abdominal pain, vomiting, and hemodynamically unstable

Endocrine[3] Headaches, visual disturbances, fatigue, altered consciousness, deranged 
electrolytes (particularly hyponatremia), anorexia, mood changes

1. NCCN Guidelines for Management of Immunotherapy-Related Toxicities. v1. 2019. 
2. Sibaud. Am J Clin Dermatol. 2018;19:345. 3. Pickwell-Smith. Br J Hosp Med (Lond). 2018;79:372. 

Less Common irAEs: Typical Presentations

Immune-Related AE Common Presentation

Pneumonitis[1] Dyspnea, cough, fever, chest pain

Renal[2] Elevated serum creatinine; azotemia; inability to maintain acid–base or 
electrolyte balance; urine output change

Ocular[2] Vision changes; photophobia; tenderness/pain; eyelid swelling; proptosis; 
red/purple discoloration; eye redness

Neurologic[2] Progressive or fluctuating muscle weakness, usually proximal to distal; absent/reduced 
deep tendon reflexes; sensory–motor deficit; headache, photophobia, neck stiffness with 

nausea/vomiting; confusion, altered behavior, seizures, short-term memory loss, 
depressed level of consciousness, focal weakness, speech abnormality

Cardiovascular[3] Generalized malaise and fatigue; dyspnea; edema; decreased ejection fraction on ECG

Musculoskeletal[2] Joint pain, swelling; inflammatory symptoms; stiffness after inactivity; 
improvement with heat; myalgias; myositis

1. Pickwell-Smith. Br J Hosp Med (Lond). 2018;79:372. 2. NCCN Guidelines for Management 
of Immunotherapy-Related Toxicities. v1. 2019. 3. Brumbaugh. Cardiol Rev. 2019;27:97.
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Key Questions to Ask Patients Presenting With Potential 
Immune-Related AEs

▪ Have you ever received an immune 
checkpoint inhibitor/immunotherapy?

‒ irAEs can occur after discontinuation of ICIs[1]

▪ Do you have an immunotherapy wallet card?

‒ Wallet cards list the type of immunotherapy, 
key symptoms, and how to notify HCPs[2]

▪ Do you have an autoimmune condition?

‒ ICIs may exacerbate preexisting autoimmune 
conditions[3,4]

1. Postow. NEJM. 2018;378:158. 2. Brahmer. JCO. 2018;36:1714. 
3. Menzies. Ann Oncol. 2017;28:368. 4. Johnson. JAMA Oncol. 2016;2:234.

General Principles for Managing irAEs

▪ Consult promptly with relevant specialists for affected organ systems (eg, 
gastroenterology, dermatology) 

▪ Management generally based on severity of symptoms

‒ Mild (grade 1): supportive care, consider holding drug

‒ Moderate (grade 2): hold drug, redose if toxicity improves, consider low-dose steroids 
(prednisone 0.5-1 mg/kg/day)

‒ Severe (grade 3): discontinue drug, monitor closely (likely inpatient), start high-dose steroids 
(prednisone 1-2 mg/kg/day) with a slow taper (≥ 1 mo)

‒ If not improving in 1-3 days, increase immunosuppression

▪ Dose reduction is not a recommended strategy

▪ Avoid delays in recognition and intervention

Brahmer. JCO. 2018;36:1714.

Most irAEs Are Reversible With Immunosuppression/ 
Steroids

Wks

86420
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Rash, pruritus
Liver toxicity
Diarrhea, colitis
Hypophysitis

10 18 14

Weber. JCO. 2012;30:2691.

Online Resource for Management of irAEs: 
Interactive Decision Support Tool

www.clinicaloptions.com/immuneAEtool
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www.clinicaloptions.com/immuneAEtool

Online Resource for Management of irAEs: 
Interactive Decision Support Tool

www.clinicaloptions.com/immuneAEtool

Online Resource for Management of irAEs: 
Interactive Decision Support Tool

GI

Colitis in Patients Treated With ICIs

Grade 2 diarrhea with no 
abnormalities on colonoscopy

Grade 3 diarrhea with no 
abnormalities on colonoscopy

Grade 2 diarrhea with swollen, 
erosive, and friable mucosa

Grade 1 diarrhea with no 
abnormalities in descending colon 

(E) and swollen, severely friable 
mucosa with deep ulcers in 

ascending colon (F) 

Grade 3 diarrhea with deeply red 
colon where vascular pattern 

partially absent, mucosa severely 
friable, multiple ulcers

Geukes Foppen. ESMO Open. 2018;3:e000278. This work is licensed under a Creative Commons Attribution 4.0 International (CC BY 4.0) license. Slide credit: clinicaloptions.com

https://creativecommons.org/licenses/by/4.0/
http://www.clinicaloptions.com/
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GI

Case 1: Patient With Merkel Cell Carcinoma and 
Diarrhea

▪ A 65-yr-old woman presents to the emergency department 

‒ She reports severe diarrhea (6-8 loose stools/day) and abdominal pain for the last few 
days

‒ Her husband shares that she was diagnosed 10 mos ago with cancer

‒ When asked, she provides a wallet card from her oncologist indicating that she is 
receiving avelumab for metastatic Merkel cell carcinoma

‒ She reports eating salad at a restaurant 1 wk ago and they have since reported a 
Cyclospora outbreak related to their lettuce

▪ Stool sample negative for C difficile, Cyclospora, and other GI pathogens

▪ Colonoscopy shows severe colitis
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NCCN Guidelines® in Oncology for Managing Immune 
Checkpoint Inhibitor–Related Toxicities

www.clinicaloptions.com/immuneAEtool

SKIN

Dermatologic Reactions in Patients Treated With 
Immune Checkpoint Inhibitors

Reprinted by permission from Springer Nature Customer Service Centre GmbH: Springer Nature. Am J Clin Dermatol. Dermatologic reactions 
to immune checkpoint inhibitors: skin toxicities and immunotherapy. Sibaud V. ©  2018.

Grade 3 Maculopapular Rash

SKIN
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Dermatologic Reactions in Patients Treated With 
Immune Checkpoint Inhibitors

Slide credit: clinicaloptions.com

Bullous Pemphigoid Combining Maculopapular Rash 
and Blisters (Green Circles)

Vasculitis With Digit Necrosis and Apparent Livedo

Reprinted by permission from Springer Nature Customer Service Centre GmbH: Springer Nature. Am J Clin Dermatol. Dermatologic reactions 
to immune checkpoint inhibitors: skin toxicities and immunotherapy. Sibaud V. ©  2018.

SKIN

http://www.clinicaloptions.com/
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Case 2: Patient With Melanoma and Rash 

▪ A 51-yr-old man with unresectable melanoma presents to the 
emergency department with a severe pruritic maculopapular rash with 
prominent eruptions covering his chest, back, and upper arms

‒ He reports that the burning sensation kept him awake overnight and was 
too painful for him to shower this morning

‒ He was vacationing with his family at a nearby beach yesterday and forgot 
to reapply sunscreen in the afternoon

‒ When asked whether he has received immunotherapy, he reports that he 
received 2 doses of nivolumab + ipilimumab through a clinical trial, but 
stopped 5 mos ago due to severe diarrhea/colitis

NCCN Guidelines® in Oncology for Managing Immune 
Checkpoint Inhibitor–Related Toxicities

www.clinicaloptions.com/immuneAEtool

PNEUMONITIS PNEUMONITIS
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Case 3: Patient With Pulmonary Metastatic Melanoma 
and Acute Dyspnea

▪ An 82-yr-old man presents to the emergency department with acute 
dyspnea, cough, and sputum production with bilateral basal crackles

‒ His daughter reports that he is receiving pembrolizumab for pulmonary 
metastatic melanoma, which was diagnosed 2 yrs ago

▪ CT shows bilateral areas of consolidations and ground-glass infiltrates

Clinical image from Leroy. ERJ Open Res. 2017;3. This work is licensed under a 
Creative Commons Attribution – NonCommercial 4.0 International (CC BY-NC 4.0) license.

NCCN Guidelines® in Oncology for Managing Immune 
Checkpoint Inhibitor–Related Toxicities

www.clinicaloptions.com/immuneAEtool

LIVER LIVER

https://creativecommons.org/licenses/by-nc/4.0/
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Case 4: Patient With Metastatic Melanoma and 
Leg Fracture From Fall
▪ A 52-yr-old man presents to the emergency department after falling in the bathroom

‒ Evaluation finds a fractured fibula

▪ His partner reports that his melanoma had recurred as metastatic disease within the past yr, and he 
started nivolumab 3 mos ago

‒ 1 mo ago, he was feeling increasingly tired but was still able to work

‒ 9 days ago, he experienced fatigue, dizziness, and dehydration

▪ Lab results are obtained

Parameter Patient Value Reference Range

Na, mEq/L 130 135-145

TSH, µU/mL 2.9 0.5-5.0

Free T4, ng/dL 0.8 0.9-2.3

AM cortisol, mcg/dL 0.6 5-25

AM ACTH, pg/mL 60 9-52

Case 4: Patient With Metastatic Melanoma and Leg 
Fracture From Fall and Primary Adrenal Insufficiency

▪ Patient receives a first dose of hydrocortisone at 50 mg IV, followed by 
oral doses of 15 mg AM and 10 mg early afternoon 

▪ Held 1 dose of nivolumab while patient consulted endocrinology

‒ Instructed on stress doses of hydrocortisone, recommended to wear 
medic alert bracelet

▪ All symptoms of adrenal insufficiency resolved rapidly, nivolumab 
resumed

▪ At CT restaging after 9 mos on immunotherapy, the patient’s cancer 
showed continued regression at all sites of measurable disease with no 
new lesions

Retreatment After irAEs
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When to Rechallenge With Immune Checkpoint 
Inhibitors

Organ Rechallenge (Grade ≤ 1) Do NOT Rechallenge

Skin Rash, pruritus Grade 3/4 severe, life-threatening bullous disease

GI Grade 2/3 PD-1/PD-L1–associated colitis* Grade 3 CTLA-4–associated colitis; grade 4 colitis

Liver Grade 2 transaminitis without elevated bilirubin* Grade 3/4 hepatitis

Pancreatitis Symptomatic grade 2 Grade 3/4 pancreatitis

Endocrine After hormone repletion Symptomatic pituitary inflammation

Lung Grade 1/2, off steroids Grade 3/4 pneumonitis

Renal Grade 1/2* Grade 3/4 proteinuria

Ocular Grade 2 Grade 3/4 uveitis, episcleritis

Neurologic Grade 1/2 peripheral neuropathy GBS, encephalitis, transverse myelitis, grade 2-4 
myasthenia gravis

Cardiovascular Grade 1 myocarditis Grade 2-4 myocarditis

Musculoskeletal Resume after stabilization, adequate management Severe inflammatory arthritis that impairs ADLs

*May resume once prednisone < 10 mg/day.

Brahmer. JCO. 2018;36:1714. Haanen. Ann Oncol. 2017;28(suppl 4):iv119. Thompson. JNCCN. 2020;18:230.

Resumption of Anti–PD-1 After irAEs During 
Combination Therapy With Anti–CTLA-4 + Anti–PD-1

▪ Retrospective analysis of 80 patients with advanced melanoma treated 
at 4 academic centers (2013-2016) using ≥ 1 cycle of combination 
therapy, followed by ≥ 1 dose of anti–PD-1

▪ Patients must have experienced ≥ 1 irAE resulting in discontinuation of 
combination therapy, with later resumption of anti–PD-1

Pollack. Ann Oncol. 2018;29:250.

irAEs, n (%)
CTLA-4 + PD-1 Blockade Anti–PD-1 Resumption (Recurrent or de Novo)

All Grades Grade 3/4 All Grades Grade 3/4

Colitis 33 (41) 20 (25) 6 (8) 2 (3)

Hepatitis 29 (36) 19 (24) 8 (10) 5 (7)

Hypophysitis 5 (6) 2 (3) 2 (3) 1 (1)

Dermatitis/rash 5 (6) 3 (4) 6 (8) 2 (3)*

Pneumonitis 3 (4) 1 (1) 4 (5) –

Elevated lipase 4 (5)† 4 (5) 3 (5) 2 (3)†

Nephritis 2 (3) 1 (1) 1 (1) –

Neurologic 2 (3) 1 (1) – –

ITP 1 (1) 1 (1) – –

Other 7 (9) 2 (3) 8 (10) 2 (3)‡

Pollack. Ann Oncol. 2018;29:250.

▪
*Includes 1 patient with grade 5 Stevens-Johnson. †Both patients with clinical pancreatitis. ‡Grade 3 type 1 diabetes and grade 3 arthralgias.

Clinically Significant irAEs After Resumption of 
Anti–PD-1

Recurrent Toxicities With Resumption of Anti–PD-1

Pollack. Ann Oncol. 2018;29:250.
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Guidelines for Steroid Therapy

▪ Treatment

‒ Taper over at least 30 days

‒ Long-term therapy (> 4-6 wks) sometimes 
needed to prevent recurrence

‒ Rapid taper not advised as may result in 
recurrence/flare

▪ Monitoring

‒ Blood glucose

‒ Potential for adrenal insufficiency

‒ Muscle weakness

Liu. Allergy Asthma Clin Immunol. 2013;9:30. Buckley. Arthritis Rheum. 2017;69:1521. van der Goes. Arthritis 
Res Ther. 2014;16(suppl 2):S2. Drini. Aust Prescr. 2017;40:91. Youssef. Rheum Dis Clin North Am. 2016;42:157. 
Mori. Clin Med Insights Circ Respir Pulm Med. 2015;9(suppl 1):29.

Prevention/Anticipation

Gastritis
▪ High risk: NSAIDs, anticoagulation agents
▪ Proton pump inhibitor or H2 blockers

Opportunistic infections
▪ Risk: > 20 mg prednisone > 4 wks
▪ PJP: sulfamethoxazole/trimethoprim
▪ Fungal: fluconazole

Osteoporosis
▪ Risk: extended course of steroids
▪ Vitamin D and calcium: calcium carbonate-

vitamin D3 600 mg (1500 mg)/400 IU once 
daily

Toxicity and Steroid Use

▪ Glucocorticoids are beneficial in managing inflammatory conditions

▪ Concern for AEs limit dose and duration of steroids

▪ Among patients with long-term (≥ 60 days), low-dose (≤ 7.5 mg/day) steroid use[1]

‒ 90% reported at least 1 steroid-associated AE

‒ 55% reported at least 1 bothersome AE

Dose[2] Definition

Low ≤ 7.5 mg prednisone equivalent/day

Medium > 7.5 mg but ≤ 30 mg prednisone equivalent/day

High > 30 mg but ≤ 100 mg prednisone equivalent/day

Very high > 100 mg prednisone equivalent/day

1. Curtis. Arthritis Rheum. 2006;55:420. 2. Buttgereit. Ann Rheum Dis. 2002;61:718.

Conclusions

▪ ICIs can cause irAEs by activating immune cells in nontumor tissues

‒ irAEs can occur after discontinuing ICI

▪ irAEs most commonly presenting to emergency department are diarrhea, colitis, 
dermatitis, pneumonitis, hypophysitis

▪ Consult promptly with specialists for affected organ systems

▪ Manage based on severity of symptoms by providing supportive care, 
holding/discontinuing immunotherapy, and administering corticosteroids, as 
appropriate

▪ Make use of resources on identification and management of irAEs, including NCCN 
Guidelines, ASCO guidelines, and free online CCO/NCCN Decision Support Tool

謝謝聆聽
謝謝聆聽
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Sorafenib

Forner A, Reig M, Bruix J. Lancet. 2018 Mar 31;391(10127):1301-1314.

TACE failure
• Tumor progression with EHS/MVI
• Imaging/clinical criteria of TACE “refractoriness”
• Technical issues/organ function

2007 2017 2018 2019 2020

Sorafenib

Nivolumab

Pembrolizumab Ramucirumab
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Atezolizumab+bevacizumab

2021
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Anti-PD-1/ PD-L1

Nivolumab

Pembrolizumab

Atezolizumab

Durvalumab

+
Anti-VEGF/ VEGFR

Bevacizumab

Ramucirumab
or or

TKIs

Sorafenib

Lenvatinib

Regorafenib

Cabozantinib

Anti-CTLA4
Ipilimumab

Tremelimumab

Case Sharing

Locoregional therapy (Liver-

directed therapy, LDT): TACE, RFA, PEI……

Immunotherapy (IO, ICI): Anti-

PD1/PD-L1, Anti-CTLA4, Anti-
VEGF/VEGFR……

Tyrosin kinase inhibitor (TKI): 

Sorafenib, Regorafenib……

Radiotherapy (RT)

Others: Hepatic artery infusion 
chemotherapy (HAIC), Chemotherapy……

LDT

TKI

RT

IO
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• Technical challenges
• Heterogeneous practice patterns
• Adverse events and compliance
• etc.
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Which works?

• Technical challenges
• Heterogeneous practice patterns
• Adverse events and compliance
• etc.
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TKI

RTOthers

IO Thank you.
Chia-Sheng Chu
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What	  are	  the	  principles	  of	  paTern	  iden=fica=on	  in	  the	  TCM	  diagnosis	  and	  
treatment	  of	  HCC?	  	  


Chen	  Z,	  Xie	  H,	  Hu	  M,	  Huang	  T,	  Hu	  Y,	  Sang	  N,	  Zhao	  Y.	  Recent	  progress	  in	  treatment	  of	  
hepatocellular	  carcinoma.	  Am	  J	  Cancer	  Res.	  2020	  Sep	  1;10(9):2993-‐3036.	  PMID:	  
33042631;	  PMCID:	  PMC7539784.



•  iden=fy	  disease	  first	  	  
•  Then	  iden=fy	  TCM	  syndrome	  	  

– phlegm-‐	  dampness	  cons=tu=on	  in	  faTy	  liver	  
disease	  

– damp-‐heat	  cons=tu=on	  in	  chronic	  viral	  hepa==s	  B

– qi	  stagna=on,	  blood	  stasis,	  heat,	  (water)	  
dampness,	  qi	  deficiency,	  blood	  deficiency,	  yin	  
deficiency	  and	  yang	  deficiency.	  	  

Li	  DT,	  Li	  FY,	  Li	  JY,	  Xu	  YL,	  Chen	  MN.	  History	  of	  tradi=onal	  Chinese	  medicine	  inthe	  treatment	  of	  liver	  cancer.	  Guang	  Ming	  
Zhong	  Yi	  2008;23(1):8–10[Chinese].	  


Liang	  X,	  Wang	  Q,	  Jiang	  Z,	  Li	  Z,	  Zhang	  M,	  Yang	  P,	  Wang	  X,	  Wang	  Y,	  Qin	  Y,	  Li	  T,	  Zhang	  T,	  Wang	  Y,	  Sun	  J,	  Li	  Y,	  Luo	  H,	  Li	  L.	  
Clinical	  research	  linking	  Tradi=onal	  Chinese	  Medicine	  cons=tu=on	  types	  with	  diseases:	  a	  literature	  review	  of	  1639	  
observa=onal	  studies.	  J	  Tradit	  Chin	  Med.	  2020	  Aug;40(4):690-‐702.	  doi:	  10.19852/j.cnki.jtcm.2020.04.019.	  PMID:	  
32744037.	  



•  In	  TCM	  theory,	  	  
•  liver	  is	  the	  soul	  of	  the	  human	  body	  

–  stores	  the	  blood	  
–  controls	  the	  sinews	  
– maintains	  a	  smooth	  and	  uninterrupted	  flow	  of	  qi.	  

•  HCC	  are	  yu	  (stasis),	  du	  (toxicity)	  and	  xu	  
(deficiency).	  
–  	  huo-‐xue-‐hua-‐yu	  (removing	  blood	  stasis)	  
–  	  jian-‐pi-‐li-‐	  qi	  (regula=ng	  the	  flow	  of	  qi	  and	  
strengthening	  the	  spleen)	  

–  	  qing-‐re-‐jie-‐du	  (clearing	  heat	  and	  detoxifying)	  	  

Liao	  X,	  Bu	  Y,	  Jia	  Q.	  Tradi=onal	  Chinese	  medicine	  as	  suppor=ve	  care	  for	  the	  management	  of	  liver	  cancer:	  Past,	  present,	  and	  future.	  
Genes	  Dis.	  2019	  Nov	  2;7(3):370-‐379.	  doi:	  10.1016/j.gendis.2019.10.016.	  PMID:	  32884991;	  PMCID:	  PMC7452431.



•  liver	  depression	  and	  spleen	  deficiency	  
•  blood	  stasis	  and	  phlegm	  coagula=on,	  lead	  to	  
liver	  depression	  with	  Qi	  stagna=on,	  blood	  and	  
Qi	  stagna=on	  and	  water	  reten=on,	  and	  a	  
syndrome	  of	  inter-‐	  mingled	  vacuity	  and	  
reple=on	  	  

 Hua	  Y,	  et	  al.	  Chinese	  herbal	  medicine-‐derived	  compounds	  for	  cancer	  therapy:	  a	  focus	  on	  hepatocellular	  carcinoma.	  J	  
Ethnopharmacol.	  2013;149(3):601–12.



•  19.50%	  ~23.5%	  outpa=ents	  with	  HCC	  received	  
TCM	  services	  in	  Taiwan.	  	  

•  Even	  in	  the	  two	  years	  aner	  HCC	  diagnosed,	  there	  
are	  s=ll	  up	  to	  15–17%	  of	  pa=ents	  using	  CHMs.	  	  

–  Jineijin雞內金	  and	  Maiya	  	  for	  anorexia	  
–  	  Dangshen	  and	  Huangqi	  for	  fa=gue	  
–  Zhuru	  and	  Banxia	  for	  nausea	  and	  vomi=ng.	  	  

Liao	  YH,	  Lin	  CC,	  Li	  TC,	  Lin	  JG.	  U=liza=on	  paTern	  of	  tradi-‐	  =onal	  Chinese	  medicine	  for	  liver	  cancer	  pa=ents	  in	  Taiwan.	  
BMC	  Complement	  Altern	  Med.	  2012;12.

Liu	  X,	  Li	  N.	  Regularity	  analysis	  on	  clinical	  treatment	  in	  pri-‐	  mary	  liver	  cancer	  by	  tradi=onal	  Chinese	  medicine.	  
Zhongguo	  Zhongyao	  Zazhi.	  2012;37(9):1327e1331.

Ting	  CT,	  Kuo	  CJ,	  Hu	  HY,	  Lee	  YL,	  Tsai	  TH.	  Prescrip=on	  frequency	  and	  paTerns	  of	  Chinese	  herbal	  medicine	  for	  liver	  cancer	  pa=ents	  in	  Taiwan:	  a	  cross-‐
sec=onal	  analysis	  of	  the	  Na=onal	  Health	  Insurance	  Research	  Database.	  BMC	  Complement	  Altern	  Med.	  2017	  Feb	  20;17(1):118.	  doi:	  10.1186/
s12906-‐017-‐1628-‐0.	  PMID:	  28219357;	  PMCID:	  PMC5319102.



Wang	  JH,	  Changchien	  CS,	  Hu	  TH,	  Lee	  CM,	  Kee	  KM,	  Lin	  CY,	  et	  al.	  The	  
efficacy	  of	  treatment	  schedules	  according	  to	  Barcelona	  Clinic	  Liver	  Cancer	  
staging	  for	  hepatocellular	  carcinoma—survival	  analysis	  of	  3892	  pa=ents.	  Eur	  J	  
Cancer.	  2008;44(7):1000–6.
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Liao	  YH,	  Lin	  CC,	  Lai	  HC,	  Chiang	  JH,	  Lin	  JG,	  Li	  TC.	  Adjunc=ve	  tradi=onal	  Chinese	  
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Y.	  (2020).	  Uncovering	  the	  An=cancer	  Mechanisms	  of	  Chinese	  Herbal	  Medicine	  
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doi:	  10.1016/j.jcma.2014.09.003.	  Epub	  2014	  Oct	  25.	  PMID:	  25447209.
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Hu	  Y,	  Wang	  S,	  Wu	  X,	  Zhang	  J,	  Chen	  R,	  Chen	  M,	  Wang	  Y.	  Chinese	  herbal	  medicine-‐derived	  
compounds	  for	  cancer	  therapy:	  a	  focus	  on	  hepatocellular	  carcinoma.	  J	  Ethnopharmacol.	  2013	  
Oct	  7;149(3):601-‐12.	  doi:	  10.1016/j.jep.2013.07.030.	  Epub	  2013	  Aug	  1.	  PMID:	  23916858.



Liu	  X,	  Li	  N.	  Regularity	  analysis	  on	  clinical	  treatment	  in	  primary	  liver	  cancer	  by	  tradi=onal	  Chinese	  medicine.	  
Zhongguo	  Zhongyao	  Zazhi.	  2012;37(9):1327e1331.

•  TCM	  is	  a	  complex,	  mixed	  system	  with	  mul=ple	  components	  and	  
mul=ple	  targets	  Network	  pharmacology	  ‘’drug-‐to-‐gene-‐to-‐target-‐to-‐
disease	  subtype”	  network	  	  





What	  are	  the	  major	  Chinese	  patent	  medicines	  in	  the	  
treatment	  of	  liver	  cancer	  pa=ents?	  	  





Ting	  CT,	  Kuo	  CJ,	  Hu	  HY,	  Lee	  YL,	  Tsai	  TH.	  Prescrip=on	  frequency	  and	  paTerns	  of	  Chinese	  herbal	  medicine	  for	  liver	  cancer	  
pa=ents	  in	  Taiwan:	  a	  cross-‐sec=onal	  analysis	  of	  the	  Na=onal	  Health	  Insurance	  Research	  Database.	  BMC	  Complement	  
Altern	  Med.	  2017	  Feb	  20;17(1):118.	  doi:	  10.1186/s12906-‐017-‐1628-‐0.	  PMID:	  28219357;	  PMCID:	  PMC5319102.
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Altern	  Med.	  2017	  Feb	  20;17(1):118.	  doi:	  10.1186/s12906-‐017-‐1628-‐0.	  PMID:	  28219357;	  PMCID:	  PMC5319102.



肝癌分期治療 BCLC�



中醫就診統計資料	  
男：女＝107：42 (男性占71.8%) 

平均年齡61歲 

平均換肝術後5年(60個⽉月) 

活體換肝率93% 

B型肝炎患者共84⼈人(56.4%) 

C型肝炎患者共47⼈人(31.5%) 

肝癌患者共78⼈人(52.3%) 

兼有糖尿病29.5%，⾼高⾎血壓24.2%，⾼高⾎血
脂44.3% 



九⼤大體質	  

• 吃好、睡好 平和質 
• 疲倦、頭暈 氣虛質 
• ⼝口乾、⺫⽬目乾澀 陰虛質 
• 怕冷、腹瀉 陽虛質 
• 沉重感、卡痰 痰濕質 
• 痘瘡、⼝口苦 濕熱質 
• 情緒、焦慮 氣鬱質 
• 瘀斑、⾯面黯 ⾎血瘀質 
• 過敏體質 特稟質 

• 健康的⼈人 

• ⼿手術後、化療放療後	  

• 熬夜者、上班族 

• ⽼老⼈人、⾝身體虛弱 

• 肥胖、三⾼高患者 

• 肥胖、三⾼高患者 

• 壓⼒力⼤大、更年期前後	  

• 久坐少運動的⼈人 

• 鼻⼦子過敏、蕁⿇麻疹 



中醫體質占⽐比	  

✓

✓



中醫治療後體質改變	  

體質評估 追蹤3個⽉月改善程
度	  

  平和質：吃好、︑睡好 50.0% 

  氣虛質：疲倦、︑頭暈 30.7% 

  陰虛質：⼜⼝口乾、︑⽬目乾澀 45.2% 

  陽虛質：怕冷、︑腹瀉 35.5% 

  痰濕質：沉重感、︑卡痰 37.1% 

  濕熱質：痘瘡、︑⼜⼝口苦 33.9% 

  氣鬱質：情緒、︑焦慮 43.6% 

  ⾎血瘀質：瘀斑、︑⾯面黯 40.3% 

  特稟質：過敏體質 33.9% 



⾨門診常⾒見主訴與改善	  

症狀	   症狀比例 改善程度	  

疲倦	   37.6% 54% 
頭暈、︑頭痛 28.9% 44% 
痘疹、︑⽪皮膚癢	   20.8% 68% 
⼜⼝口乾	   55.7% 35% 
⼜⼝口苦	   21.5% 53% 

腹脹、︑食欲差	   23.5% 57% 
夜尿	   63.8% 17% 
腰痠痛	   40.3% 50% 
其他疼痛	   40.9% 49% 



Tsai	  FJ,	  Liu	  X,	  Chen	  CJ,	  Li	  TM,	  Chiou	  JS,	  Chuang	  PH,	  Ko	  CH,	  Lin	  TH,	  Liao	  CC,	  Huang	  SM,	  Liang	  WM,	  Lin	  YJ.	  Chinese	  herbal	  medicine	  therapy	  and	  the	  risk	  of	  
overall	  mortality	  for	  pa=ents	  with	  liver	  cancer	  who	  underwent	  surgical	  resec=on	  in	  Taiwan.	  Complement	  Ther	  Med.	  2019	  Dec;47:102213.	  doi:	  10.1016/
j.c=m.2019.102213.	  Epub	  2019	  Oct	  16.	  PMID:	  31780007.
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Postemboliza0on	  syndrom(PES)

•  The	  incidence	  of	  PES	  aner	  TACE	  ranges	  from	  
60%	  to	  80%.	  

•  1	  to	  2	  weeks	  
•  Fever,	  nausea,	  vomi=ng,	  loss	  of	  appe=te,	  
abdominal	  pain,	  and	  liver	  func=on	  impairment	  	  

•  self-‐limited	  
•  remains	  the	  major	  reason	  for	  hospitaliza0on	  
•  reduc0on	  in	  the	  quality	  of	  life	  (QOL)



Jian	  Pi	  Li	  Qi	  Decoc=on	  Alleviated	  Postemboliza=on	  Syndrome	  Following	  Transcatheter	  Arterial	  Chemoemboliza=on	  for	  Hepatocellular	  
Carcinoma:	  A	  Randomized,	  Double-‐Blind,	  Placebo-‐Controlled	  Trial.	  Integr	  Cancer	  Ther.	  2016	  Sep;15(3):349-‐57.	  doi:	  
10.1177/1534735415617020.	  Epub	  2015	  Nov	  20.



•  administered	  for	  4	  days	  
•  within	  24	  hours	  before	  TACE,	  and	  on	  the	  first,	  second,	  and	  

third	  day	  aner	  TACE.	  	  
•  Poria cocos茯苓�
•  Atractylodes macrocephala白朮�
•  Codonopsis pilosula黨參�
•  Fructus aurantia枳殼�
•  raw hawthorn生山楂�
•  five leaf akebia fruit八月札�
•  citrus chirocarpus佛手�

Jian	  Pi	  Li	  Qi	  Decoc=on	  Alleviated	  Postemboliza=on	  Syndrome	  Following	  Transcatheter	  Arterial	  Chemoemboliza=on	  for	  Hepatocellular	  
Carcinoma:	  A	  Randomized,	  Double-‐Blind,	  Placebo-‐Controlled	  Trial.	  Integr	  Cancer	  Ther.	  2016	  Sep;15(3):349-‐57.	  doi:	  
10.1177/1534735415617020.	  Epub	  2015	  Nov	  20.
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10.1177/1534735415617020.	  Epub	  2015	  Nov	  20.
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•  Liver	  cancer	  has	  poor	  prognosis	  with	  a	  5-‐year	  
survival	  rate	  of	  12%	  	  

•  More	  than	  60%	  of	  newly	  diagnosed	  liver	  
cancer	  cases	  are	  at	  an	  advanced	  stage	  	  

El-‐Serag	  HB.	  Hepatocellular	  carcinoma.	  N	  Engl	  J	  Med	  2011;	  365:	  1118–27.	  

Llovet	  JM,	  Di	  Bisceglie	  AM,	  Bruix	  J,	  et	  al.	  Design	  and	  end-‐	  points	  of	  clinical	  trials	  in	  hepatocellular	  carcinoma.	  J	  Natl	  
Cancer	  Inst	  2008;	  100:	  698–711.



HATT:	  a	  phase	  IV,	  single-‐arm,	  open-‐label	  study	  of	  sorafenib	  in	  Taiwanese	  pa=ents	  with	  
advanced	  hepatocellular	  carcinoma

Hand foot skin reaction �



Hand foot skin reaction 

川芎�
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老鹳草�
紅花�

�


 

•  topical	  washes	  lasted	  20	  minutes,twice	  daily,	  for	  10	  days	  
•  GRADE	  3redness,	  swelling,	  foaming,	  bleeding	  blister,	  and	  pain	  

(Grade	  III)	  	  






紫雲膏/紫草膏 濕敷
collagen	  deposi0on↑	  
cellular	  inflammatory	  infiltrate↓


In	  vivo	  wound	  healing	  effects	  of	  Symphytum	  officinale	  L.	  leaves	  extract	  in	  different	  topical	  
formula=ons



In	  vivo	  wound	  healing	  effects	  of	  Symphytum	  officinale	  L.	  leaves	  extract	  in	  different	  topical	  
formula=ons

紫雲膏/紫草膏 濕敷

Female	  Wistar	  rats	  (180–200	  g)





食慾不振／厭食�

正常人

肝硬化

Ghrelin和進食量呈負相關�

Ghrelin resistance

Garcia	  JM,	  Garcia-‐Touza	  M,	  Hijazi	  RA,	  Taffet	  G,	  Epner	  D,	  Mann	  D,	  Smith	  RG,	  Cunningham	  GR,	  Marcelli	  M.	  Ac=ve	  ghrelin	  levels	  and	  ac=ve	  
to	  total	  ghrelin	  ra=o	  in	  cancer-‐induced	  cachexia.	  J	  Clin	  Endocrinol	  Metab.	  2005	  May;90(5):2920-‐6.	  doi:	  10.1210/jc.2004-‐1788.	  Epub	  
2005	  Feb	  15.	  PMID:	  15713718.



Ataseven	  H,	  Bahcecioglu	  IH,	  Kuzu	  N,	  Yalniz	  M,	  Celebi	  S,	  Erensoy	  A,	  Ustundag	  B.	  The	  levels	  of	  ghrelin,	  lep=n,	  TNF-‐alpha,	  and	  IL-‐6	  in	  liver	  cirrhosis	  and	  hepatocellular	  
carcinoma	  due	  to	  HBV	  and	  HDV	  infec=on.	  Mediators	  Inflamm.	  2006;2006(4):78380.	  doi:	  10.1155/MI/2006/78380.	  PMID:	  17047295;	  PMCID:	  PMC1618941.
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Randomized	  clinical	  trial:	  rikkunshito	  in	  the	  treatment	  of	  func=onal	  dyspepsia—a	  
mul=center,	  double-‐blind,	  randomized,	  placebo-‐controlled	  study.	  
Neurogastroenterol	  Mo=l(2014)26,950–961

a	  mul=center,	  double-‐blind,randomized,	  placebo-‐
controlled	  study



•  Severe	  Fa=gue	  is	  an	  Important	  Factor	  in	  the	  
	  	  	  Prognosis	  of	  Pa=ents	  with	  Advanced	  	  	  	  	  
	  	  	  Hepatocellular	  Carcinoma	  Treated	  with	  	  	  
	  	  	  Sorafenib	  

– approximately	  59.3%	  of	  pa=ents	  were	  unable	  to	  
reduce	  their	  fa=gue	  through	  rest,	  fa=gue	  can	  
seriously	  affect	  the	  prognosis	  of	  pa=ents


Qiu	  X,	  Li	  M,	  Wu	  L,	  Xin	  Y,	  Mu	  S,	  Li	  T,	  Song	  K.	  Severe	  Fa=gue	  is	  an	  Important	  Factor	  in	  the	  
Prognosis	  of	  Pa=ents	  with	  Advanced	  Hepatocellular	  Carcinoma	  Treated	  with	  Sorafenib.	  
Cancer	  Manag	  Res.	  2020	  Sep	  4;12:7983-‐7992.	  doi:	  10.2147/CMAR.S233448.	  PMID:	  
32943932;	  PMCID:	  PMC7481349.
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20.9	  months：7.7months



66%	  were	  at	  cancer	  stage	  III–IV

Yeh	  MH,	  Chao	  CH,	  Koo	  M,	  Chen	  CY,	  Yeh	  CC,	  Li	  TM.	  Associa=on	  of	  tradi=onal	  Chinese	  medicine	  body	  cons=tu=on	  and	  moderate-‐to-‐severe	  cancer-‐related	  
fa=gue	  in	  cancer	  pa=ents.	  Complement	  Ther	  Med.	  2019	  Apr;43:44-‐48.	  doi:	  10.1016/j.c=m.2019.01.004.	  Epub	  2019	  Jan	  9.	  PMID:	  30935553.
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A	  significant	  protec=ve	  effect	  of	  

TCM	  use	  with	  a	  35%	  reduc=on	  on	  
overall	  survival	  was	  observed.

Liao	  YH,	  Lin	  CC,	  Lai	  HC,	  Chiang	  JH,	  Lin	  JG,	  Li	  TC.	  Adjunc=ve	  tradi=onal	  Chinese	  medicine	  therapy	  improves	  survival	  of	  liver	  cancer	  pa=ents.	  Liver	  Int.	  2015	  Dec;35(12):
2595-‐602.	  doi:	  10.1111/liv.12847.	  Epub	  2015	  Apr	  29.	  PMID:	  25875878.
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TRPV1 Responses In The Cerebellum Using Electroacupuncture Treatment For 

Chronic Pain And Depression Co-Morbidity In A Murine Model 
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ABSTRACT 

Depression is a prominent complex psychiatric disorder, usually complicated through expression of co-morbid 

conditions, with chronic pain being among the most prevalent. This comorbidity is consistently associated 

with a poor prognosis and has been shown to negatively impact patient outcomes. With a global rise in this 

condition presenting itself, the importance of discovering long-term, effective and affordable treatments is 

crucial. Electroacupuncture has demonstrated renowned success in its use for the treatment of pain, and is a 

widely recognized therapy in clinical practice for the treatment of various psychosomatic disorders, most 

notably depression. Our study aimed to investigate the effects and mechanisms of Acid-Saline (AS) inducing 

states of chronic pain and depression co-morbidity in the cerebellar lobules VI, VII and VIII, using the ST36 

acupoint as the therapeutic intervention. A SHAM EA group was incorporated as to allow accurate 

extrapolation of the true effects of EA at ST36. Furthermore, the role of TRPV1 was relatedly explored through 

the use of TRPV1-/- mice (KO). Behaviour tests of chronic pain and depression were evaluated to make sure 

of the successful induction of this comorbidity. This evidence was additionally substantiated in the protein 

levels observed in immunoblotting techniques, and further visibly corroborated through the presentation of 

immunofluorescence. Conclusively we hypothesized that EA at ST36, via its action on the TRPV1 and related 

molecular pathways, could attenuate AS induced chronic pain and depression co-morbidity as observed in the 

cerebellum lobules VI, VII and VIII. 

 

Key words: Chronic Pain; Depression, TRPV1; electroacupuncture; ST36; cerebellum 
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Effectiveness of Combined Treatment with Traditional Chinese Medicine and Western 

Medicine on the Prognosis of Patients with Breast Cancer 
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Abstract 

Objective: Traditional Chinese Medicine (TCM) can be used to balance the body’s immunity and tumor 

development during different stages of cancer treatment. This study was conducted as a prospective 

observation of the prognosis of Western medicine and combined treatment of TCM and Western medicine. 

Methods: Between April 2014 and March 2015, eligible participants were treated with Western medicine 

(n = 16) or TCM plus Western medicine (n = 29). The outcome measures included quality of life, frequency 

of symptom distress, and clinical safety, and were measured with the Functional Assessment of Cancer 

Therapy-General (FACT-G), the Common Terminology Criteria for Adverse Events (CTCAE) Scale, and 

laboratory examinations, respectively. Data on these measures were collected at baseline and at 3 months 

after treatment initiation. Survival was estimated by Kaplan–Meier curves. 

Results: The two treatment groups did not differ significantly at baseline in terms of demographic 

information, FACT-G score, or frequency of symptom distress, except for fatigue, sleep disturbance, and 

mucositis. Most laboratory examinations did not differ significantly between the two groups, but higher red 

blood cell counts and lower liver function were found with the combined treatment than with Western 

medicine alone ( p < 0.05). The mean overall survival rates were 25.5 months for the combined group and 

22.7 months for the Western medicine group ( p = 0.037). 

Conclusion: The results of this study suggest that combining Western and TCM therapy may have a 

favorable effect on the prognosis of breast cancer patients. Chinese herbal medicine is worth studying in a 

future larger cohort with a control group.  

 

Keywords: breast cancer, Traditional Chinese Medicine, combined treatment, prognosis, quality of life 

 

 

 

 



 
 

Benefits of herbal medicine on bone mineral density in osteoporosis: A meta-analysis of 

randomized controlled trials 
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Abstract 

Bone mineral density (BMD) is validated not only for the diagnosis of osteoporosis but also for prediction of 

the risk of osteoporosis-related fractures. The purpose of the current study was to investigate the overall 

benefits of herbal medicines on BMD using meta-analytic methods. Systematic searches on PubMed, Medline, 

Cochrane Central, and China National Knowledge Infrastructure were performed for eligible studies. A meta-

analysis was conducted to evaluate the benefits of herbal medicine treatment and conventional treatment for 

BMD. The frequently used herbal medicines for interventions that were pooled in the analysis were also 

further investigated. Seventeen studies were pooled in the meta-analysis and showed that BMD was higher in 

the herbal medicine group than in the control group (SMD: 0.857; 95% CI: 0.412 to 1.301). Significant 

benefits of herbal medicine for BMD were found in the lumbar spine, femoral neck, and femoral trochanter 

and in postmenopausal women (SMD: 0.600, 95% CI: 0.068 to 1.131) by the subgroup analysis. Moreover, 

through the meta-regression analysis, the age at menopause and the menopause duration were found to 

influence the herbal effects on BMD. The most prescribed medicines among these effective herbs in the pooled 

studies was found to be Epimedium brevicornum Maxim. This paper provided evidence that herbal medicine 

interventions increases BMD more than conventional treatments in individuals with osteoporosis, especially 

postmenopausal women. The revealed results suggest that herbal medicines are effective at increasing BMD 

in individuals with osteoporosis. 

 

Keywords: osteoporosis; herbal medicine; bone mineral density; menopause; meta-analysis. 
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Analgesic Effect Of Acupuncture For Patients With Rib Fractures – A Randomized-

Controlled Trial 

陳壬鳴 JEN-MING CHEN#, 劉俊廷 CHUN-TING LIU* 

Department of Chinese medicine, Kaohsiung Chang Gung Memorial Hospital 

ABSTRACT 

Background and Purpose: Traumatic rib fractures are common, resulting from significant forces impacting 

on the chest, and are associated with significant morbidity and mortality (1,2). Acute pain management in 

inpatients with traumatic rib fractures has been highly emphasized by practitioners. Insufficient analgesia may 

cause respiratory complications, including pneumonia, atelectasis, acute respiratory distress syndrome, and 

prolonged hospital stay. These may be prevented or reduced by proper analgesic therapies (3). This study is 

aimed to investigate the efficacy of acupuncture on traumatic rib fractures. 

Methods: This open-label, randomized controlled trial involved 120 patients who have traumatic rib fractures. 

Subjects were randomly assigned to acupuncture group (TA), laser acupuncture group (LA) or sham laser 

acupuncture group (SLA), with a 1:1:1ratio. The interventions were performed in the consecutive three days 

after allocation, and the same acupoints were used in each group: bilateral LI4 (Hegu), SJ6 (Zhigou), ST36 

(Zusanli) and GB34 (Yanglingquan).  

Results: Total 120 patients had recruited in this study, and 109 patients completed whole interventions and 

measurements. The results showed significant decrease in the intensity of average pain, and the pain in 

movements of coughing, turning-over, and deep breath in the TA group. Significant decrease in the intensity 

of average pain and the pain in movements of turning-over were also noted in the LA group. The analgesic 

efficacy in the TA group seemed to be a little better than it in the LA group. Besides, the intervention of TA or 

LA could shorten the hospital stay of patients who combined rib fractures and clavicle fracture. 

Conclusions: The results showed traditional acupuncture and laser acupuncture appear to be a safe and 

alternative therapy with benefit to the patients with traumatic rib fractures. 

Keywords: traumatic rib fractures, acupuncture, pain, analgesia 
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A case report on treatment of severe traumatic brain injury with integrated traditional 

Chinese and western medicine 
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Abstract 

    Contusion hemorhage、subdural hemorrhage or subarachnoid hemorrhage caused by traumatic brain 

injury often lead to brain cell compression. Then it will induce a series of inflammatory reactions, cell 

edema, and eventually, brain cell damage and necrosis. If the increased intracranial pressure and 

inflammatory response in the brain cannot be controlled in a timely manner, the patient's chances of 

regaining consciousness will be greatly decreased. Even if consciousness is restored, subsequent functions 

such as physical activities, speaking, and swallowing will be significantly affected. Especially for patients 

who are not suitable for surgery due to old age or multiple chronic diseases, it is a serious medical problem 

to be solved. 

    Traditional Chinese medicine literature has the experience of treating patients with brain injury or 

intracranial hemorrhage in the past, but there is not much literature and there is neither a clear treatment 

method nor a comprehensive conclusion. The Chinese Medicine Department of Taichung Tzu Chi Hospital 

has developed a unique treatment method for stroke and traumatic brain injury based on years of experience 

in combine care with Western medicine consultation. It has successfully restored consciousness in many 

cases of brain injury, whom has basic self-care abilities. This article introduces a case of a patient with 

traumatic brain injury who was able to recover from coma to full consciousness with the treatment of 

Chinese herbal decoction. 

 

Keywords: traumatic brain injury , dispel phlegm and transform turbidity, traditional Chinese medicine 
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A case report of bilateral legs edema after nephrectomy with integrated 

traditional Chinese and western medicine 
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Abstract 

    This 68 year-old-female who has past history of hepatitis C and Hyperthyroidism had the symptom of 

hematuria without other signs and symptoms in 2018. After a complete work-up, Radiology tests showed 

liver tumor, bladder tumor and atrophy of right kidney inside the patient’s body. Under doctors suggestion, 

the patient had a surgical resection of tumors and nephrectomy. After operations, she suffered from anasarca. 

Although using albumin and diuretic treatment she became better, bilateral leg edema remained. She 

transferred to our hospital and asked to consult Chinese medicine for integrated treatment with Western 

medicine due to third degree of bilateral lower leg edema. After four diagnostics of traditional Chinese 

medicine, health atmosphere are badly worn down after the major abdominal surgery. Next, kidney vacuity 

and spleen out of action resulted in worsening gasification. The direction of the treatment is that Shen Zhao 

Tang can disinhibit water and Tung's Acupuncture be able to strengthen kidney’s function. The therapy of 

western medicine combined with chinese medicine, be sufficient to reduce edema. During hospitalization, 

the patient lose eight kilograms in a week. The therapeutic efficacy of the case was excellent to take as a 

reference for clinicians: another choice for poor diuretic response in patients with edema. 

 

Keyword: integrated traditional Chinese and western medicine, nephrectomy, bilateral legs edema, Shen 

Zhao Tang, Tung's Acupuncture, case report 
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Management of Prurigo Nodularis with Traditional Chinese Medicine in a Patient:   

A Case Report 
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Abstract 

Objective: The purpose of this case report is to elucidate how Traditional Chinese Medicine (TCM) can 

help this patient with chronic prurigo nodularis, a severe itching and lesion condition with uncertain 

etiology, and bring the patient a better quality of life. 

 

Clinical features and outcome: A 45-year-old man, a trunk driver, was suffering from intensive itchiness 

on the limbs and the face for 3-4 years and treated by western medicine but no significant improvement. The 

patient was diagnosed dampness-heat toxin with wind according to TCM theory and the climate and 

patient's job were also factors that taken into account. Bai-Hu-Jia-Shen-Tang (白虎加參湯) was the primary 

prescription with other heat clearing and wind expelling herbs, and the patient came back with decreasing 

heat sensation. With ongoing treatments, the severity of the itching and redness on the skin has been 

remarkably decreased, as well as the patient's sleeping quality. 

 

Conclusions: Prurigo nodularis is a difficult skin disease to treat in western medicine, and patients' quality 

of life would be critically disturbed by the itchiness that they can not resist scratching. Pattern differentiation 

and treatment of TCM should be applied when treating these tough cases. In this case, Bai-Hu-Jia-Shen-

Tang, is an effective prescription to ameliorate such symptoms and signs in the patient with Prurigo 

nodularis.     

 

Keywords: prurigo nodularis; Bai-Hu-Jia-Shen-Tang; TCM; itchiness; skin disease 
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Evaluating Fu’s Subcutaneous Needling for Treating Knee Osteoarthritis: A 

Randomized Clinical Trial 
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Abstract 

 

Background:Knee osteoarthritis (knee OA) is a common clinical disease. Fu’s subcutaneous needling 

(FSN) has been used to treat knee OA for 20 years. However, the establishment of treatment methods and 

rigorous evaluation of FSN’s efficacy are still lacking. This study primarily aims to use FSN to treat 

damaged soft tissue and observe its curative effect. 

Methods:Patients with confirmed unilateral knee OA or bilateral knee OA. They will be randomly assigned 

either FSN treatment or transcutaneous electrical nerve stimulation treatment. In addition, their pressure pain 

threshold, muscle tone measurements, and physical ability will be measured. Participants will be asked to 

complete questions based on the WOMAC and pain index for patients with knee OA .  

Results:The findings of this study will reveal whether FSN or transcutaneous electrical nerve stimulation is 

clinically efficacious for treating pain due to knee OA, with respect to muscle stiffness, gait, dynamic 

balance, the pressure pain threshold, and quality of life before and after treatment. 

Conclusions: This study will discuss if FSN indeed has curative effect for patients with knee OA. 

Registration: ClinicalTrials.gov PRS (registration number NCT04356651) 

Keywords: Fu's subcutaneous needling (FSN)、(Knee Osteoarthritis，knee OA)、（myofascial trigger 

point，MTrP）、 (transcutaneous electrical nerve stimulation TENS) 
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Evaluation of Antioxidant and Whitening Effects of Beauty Formula from China 
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Abstract 
In recent years, there are many products using natural plants and herbal formulas in the cosmetic market. 
The major reason is that they are natural and non-toxic, and are recognized by modern consumers as "clean 
formulas". Among the beauty prescriptions, "Yu-Rong San"(玉容散), "Qi Bai Kao"(七白膏) and "Wu Bai 

San"(五白散) from the "Pu Ji Fang"(普濟方) are the most discussed. For example: "Yu-Rong San" is mainly 

used to treat chloasma and freckles (main ingredients are Broussonetiae Fructus, Gleditsia sinensis, Ipomoea 
nil, and Ocimum basilicum L.) "Qi Bai Kao" is used to increase skin moisturization (main ingredients are 
Angelicae Dahuricae Radix, Ampelopsis Radix, Persicae Semen, Magnoliae Flos, Benincasa pruriens, Aconiti 
Lateralis Radix Praeparata, and Asari Radix), while "Wu Bai San" is used to repair skin scars (main ingredients 
are Angelicae Dahuricae Radix, Dictamni Cortex, Bletillae Rhizoma, Cynanchi Atrati Radix Et Rhizoma, and 
Ampelopsis Radix). Although there have been some studies on the individual ingredients in the past, there is 
no scientific verification of the functional ingredients and cosmetic benefits of these beauty formulas. 
Therefore, three extracts (YSE, SWE, and FWE) were extracted by hot water to verify the antioxidant and 
whitening effects of the three ancient formulas by scavenging DPPH free radicals and inhibiting the tyrosinase 
activity, and then analyzed by the content of total polyphenols, total flavonoids, and polyphenol composition 
to explore the development potential of the three ancient formulas. According to the experimental results, 
YSE and SWE showed comparable inhibition of tyrosinase activity (48-52%) at 0.25 mg/mL, while FWE 
showed only about 35.0%. At 12.5 mg/mL, FWE showed better inhibition of tyrosinase activity (72%), while 
YSE and SWE showed about 50% inhibition. The total polyphenolic contents of the three extracts were similar 
(2.7-3.4 mg/100 g), but SWE had the highest total flavonoid content (about 320 mg/100 g), followed by FEW 
and YSE (247 and 210 mg/100 g). The main polyphenols of FEW were gallic acid, vanillic acid, syringic acid, 
p-courmaric acid and ferulic acid (136, 384, 546, 20 and 331 mg/100 g) which in total of 1418 mg /100 g, 
whereas the contents of YSE and SWE were only 758 and 669 mg/100 g. In conclusion, all extracts of beauty 
formula from China ancient books have antioxidant and whitening potential, which should be related to their 
flavonoid and phenolic acid content, but the correlation needs to be further explored. 
 
Keywords: Whitening, Antioxidant, Yu-Rong San (玉容散), Qi Bai Kao (七白膏) , Wu Bai San (五白散) 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Effect of acupressure at Neiguan (PC6) on headache in patients with migraine: study protocol 
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Background    

Migraine is one of the most complex, prevalent, debilitating neurologic disorder in the world. In clinical 

experience, there are limitation over western medicine for migraine, especially some extreme adverse 

effects. In traditional Chinese medicine(TCM), there are some reviews and clinical practice point out 

acupressure at Neiguan (PC6) could relieve nausea/ vomiting and pain while migraine attack(1). Recent 

researches also mention Calcitonin gene-related peptide (CGRP) and Neurokinin A (NKA) in some degree 

correlated with the mechanism of migraine(2).  

 

Objective 

As we known, CGRP and NKA play vital roles of migraine. In comparison with oral medication only and 

PC6 acupressure via oral medication, if there were better effect for migraine control. In addition, we 

investigate the plasma CGRP and NKA level before and after study to figure out if any positive value and 

any correlation with acupressure.   

 

Method 

By single-blinded, randomized, controlled clinical trial, participants with migraine were divided equally into 

acupressure group (AG,modern routing standard therapy plus PC6 acupressure) and control group 

(CG,modern routing standard therapy). Before intervention, the participants needed to finish the Migraine 

Disability Assessment (MIDAS) questionnaire evaluation. The round plastic studs of sea-band were placed 

just on the skin surface of bilateral PC6 acupoints (Figure 1), and then keep the persistent compressive state 

for 3 minutes per time and three times a day. The PC6 acupressure was done at least 5 days in one week for 6 

weeks continuously except modern routine standard therapy (AG). Another ground (CG) received modern 

routing standard therapy only with elastic band without studs over PC6 for 3 minutes per time and three times 

a day, lasting for 6weeks. After 6 weeks, we will evaluate the severity, frequencies of headaches and pain-

killer consumption as primary outcome (Table1). In addition, we will investigate if there were change of serum 

CGRP/NKA level after 6 weeks and the score changes of SF-36 quality of life as secondary outcome.    

 

Expected results  

Currently, we had collected 8 participants by study protocol. We predict that PC6 acupressure may not only 

reduce severity, frequencies and duration of headaches but also reduce the dose of NSAIDs. In addition, the 

PC6 acupressure also may reduce levels of serum CGRP and NKA, and improve the quality of life meanwhile. 

Further studies with larger number of cases with migraine accompanied with PC6 acupressure are warranted, 

as well as further investigations of the underlying mechanisms 

 

Keywords：Migraine, PC6 acupressure, Calcitonin gene-related peptide (CGRP), Neurokinin A (NKA) 
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Abstract 

Background: Drug addiction is a global public health issue. According to the press release issued by the 

higher prosecutor's office in July, 2019, amphetamine has surpassed ketamine as the most serious drug in 

Taiwan. Traditional Chinese Medicine (TCM) is the most common part of complementary and alternative 

therapy in the world, so as to develop traditional Chinese medicine to assist drug rehabilitation and reduce 

drug consumption. Referring to the past Chinese and Western literature, we know that acupuncture is helpful 

to the treatment of drug addiction. Therefore, it is imperative to develop the model of Chinese medicine for 

drug rehabilitation to treat amphetamine. 

Aim: This study is expected to establish acupuncture and moxibustion abstinence treatment modes.  

Method: We used "transcutaneous electric acupoint stimulation gloves" as a non-invasive intervening 

treatment. Four kinds of scales are used to measure the effect of the treatment. 

Results: The results showed that influence of TEAS had significant difference(P<0.05) in contrast with the 

control group.  

Discussion: It suggested that TEAS can reduce the desire for amphetamine, relieve depression and improve 

quality of life. TEAS is considered to be a safe, widely accepted and easy-to-operate intervention to patients 

suffering from amphetamine addiction. 

 

Keywords: Drug addiction, Traditional Chinese Medicine, TEAS, Amphetamine 
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Significant association of CCND1 promoter genotypes to asthma susceptibility in 

Taiwan 
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The molecular mechanisms underlying the association between cell cycle and asthma are poorly understood, 

and it is found that the cyclin D1 (CCND1) is up-regulated in asthma airway smooth muscle. We investigated 

whether the most frequently examined functional variants in CCND1 determine the asthma susceptibility. We 

genotyped 651 participants for the single-nucleotide polymorphism at rs9344 and rs678653 on CCND1 and 

assessed the association of the SNP with asthma risk. Significant differences were found in the distributions 

of genotypic (p=0.0064) and allelic (p=0.0021) frequencies at CCND1 rs9344. In addition, AG or GG carriers 

had 0.63- or 0.48-fold higher of adjusted odds ratios for asthma risk (95% confidence intervals=0.48-0.92 and 

0.22-0.78, respectively) than the AA wild-type. Our results suggest that cell cycle regulation may play a role 

in asthma initiation and development and CCND1 rs9344 genotypes may serve as an early detective marker 

for asthma. 

 

Key words: asthma; CCND1; cyclin D1; genotype; polymorphism; Taiwan 
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The study aims to evaluate the contribution of excision repair cross-complementing group 1 (ERCC1), which 

plays an important role in genome integrity maintenance, to lung cancer risk. ERCC1 rs11615 and rs3212986 

genotypes were identified by polymerase chain reaction-restriction fragment length polymorphism analysis 

and their association with lung cancer risk was examined among 358 lung cancer patients and 716 controls. 

The proportions of CC, CT and TT for rs11615 genotype were 43.6%, 41.6% and 14.8% in the case group 

and 50.0%, 41.1% and 8.9% in the control group, respectively (p for trend=0.0082). Allelic analysis showed 

that ERCC1 rs11615 T-allele carriers have a 1.32-fold higher risk of lung cancer than wild-type C-allele 

carriers [95%confidence interval (CI)=1.09-1.60, p=0.0039]. In addition, a significant interaction between 

rs11615 genotype and smoking status was observed. Conclusion: T allele of ERCC1 rs11615 joint with 

smoking habits may contribute to higher lung cancer risk in Taiwan. 

 

Key words: ERCC1; genotype; lung cancer; polymorphism; smoking; Taiwan 
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The matrix metalloproteinases (MMPs) have been reported to be overexpressed in asthma, especially MMP2 

and MMP9. However, the contribution of genotypes of MMP2 to asthma is not well studied with only one 

literature in Europe. Therefore, in the current study we aim at examining the association of MMP2 genotypes 

with asthma risk among Taiwanese. In this hospital-based case-control study, 198 asthma patients and 453 

age- and gender-matched non-asthmatic subjects were recruited, and the genotypic distributions of MMP2 -

1306 (rs243845) and -735 (rs2285053) were determined by polymerase chain reaction-restriction fragment 

length polymorphism (PCR-RFLP) methodology. The results showed that CT and TT at MMP2 rs243845 are 

17.7% and 1.5% among the asthma cases, lower than those 28.1% and 2.4% among controls (p for 

trend=0.0118). In detail, CT genotype at MMP2 rs243845 is associated with a decreased asthma risk, (adjusted 

odds ratio (OR)=0.57, 95% confidence interval (CI)=0.37-0.78, p=0.0040) and T allele conferred a 

significantly lower asthma risk than wild-type C allele (adjusted OR=0.55, 95%CI=0.43-0.77, p=0.0042). The 

MMP2 rs2285053 does not show such significance. The genotype of CT at MMP2 rs243845 may serve as a 

novel biomarker in determining personal susceptibility to asthma in Taiwan. The contribution of MMP2 

genotypes on asthma susceptibility should be taken into consideration of the clinical practices for Taiwan 

asthma early detection and prediction. 

 

Key words: asthma; genotype; MMP2; polymorphism; promoter; Taiwan 
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Radish Seed extract Inhibit Obesity through increasing adipocyte thermogenesis 

研究生 Li-Shan Chien 簡俐珊 1#, 指導教授 Lei Wan 萬磊 2* 

1China Medical University School of Chinese Medicine 

2China Medical University School of Chinese Medicine 

 

Abstract：Obesity, which is characterized by a high portion of body fat mass, is related to disorders of lipid 

metabolism that can increase the risk of diabetes, cardiovascular diseases, and cancer.(1) In recent years, several 

traditional Chinese medicinal herbs exhibited beneficial effect to suppress obesity, such as resveratrol, 

curcumin and berberine. They promote beige adipose tissue thermogenesis to inhibit obesity through the 

browning of white adipose.(2) The dried ripe seed of Raphanus sativus L.is known as radish seed (or Raphani 

Semen). The major active compounds in Raphani Semen are alkaloids, glucosinolates, brassinosteroids, and 

flavonoids. Raphani Semen has been demonstrated to have beneficial effects on hypertension, obesity, 

diabetes mellitus, constipation, and cough.(3) To study whether radish seed inhibit obesity through promoting 

thermogenesis, we fed the mice with low/high fat diet, high fat diet with radish seed (1%, 2.5%, 5%) for six 

weeks. We found that radish seed extract could inhibit obesity through promoting thermogenesis as indicated 

by higher uncoupling protein 1 expression in white adipose tissue.  

Key words: Obesity, Thermogenesis, White adipose tissue browning, Beige adipose tissue. 
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Klebsiella pneumonia is a gram-negative opportunistic pathogen causes diseases, including pneumonia, 

bacteremia, septicemia, and urinary and respiratory tract infections, in immunocompromised patients. 

Recently, carbapenem-resistant K. pneumoniae (CRKP) rapidly increased in worldwide. Notably, it causes a 

critical threat, which hypervirulent K. pneumoniae (hvKP) strains with carbapenem resistance were found in 

China, for human health. Among the virulence factors identified in K. pneumoniae, like capsular 

polysaccharide (CPS), fimbriae, siderophores, and lipopolysaccharide (LPS) etc. Before the invention of 

antibiotics, traditional Chinese medicines (TCMs) was using to treatment for bacterial infections. In this study, 

we found that water extract of the Traditional Chinese Medicine (TCM), Forsythia suspense, can inhibit the 

bacterial growth of K. pneumoniae strains including the hypervirulent strain (hvKP_CG43) and carbapenem-

resistant strain (CRKP_P13). In CRKP_ P13 strain, Forsythia suspense reduces the minimum inhibitory 

concentration (MIC) of Ertapenem(ETP) and Colistin(CL) . In hvKP_CG43 strain, Forsythia suspense can inhibit 

the biofilm formation and its major determinant, type 3 fimbriae expression, but no obvious inhibitory effect 

on the CPS amount. Based on Furthermore, the action mechanism of Forsythia suspensa on inhibiting the 

bacterial growth and type 3 fimbriae expression will be investigated. The second massager, c-di-GMP, acts a 

critical role in modulating the biofilm formation and controls expression of the type 3 fimbriae expression in 

K. pneumoniae. Therefore, the effect of Forsythia suspensa on phosphodiesterase (PDE) activity, which 

degraded the c-di-GMP, and the intracellular c-di-GMP concentration was also further evaluated. These 

results show that Forsythia suspensa has anti-bacterial activity against carbapenem-resistant or 

hypervirulent K. pneumoniae strain. In addition, Forsythia suspensa could potentiate the antimicrobial 

activity of several antibiotics and inhibit the biofilm formation and type 3 fimbriae production in K. 

pneumoniae. Therefore, Forsythia suspensa might have a promise for treating the K. pneumoniae infections. 

 

Keywords: Klebsiella pneumoniae, Forsythia suspensa, antibacterial, biofilm, type 3 fimbriae 
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For many year, lung cancer is a life-threatening disease to people in Taiwan and all over the world. In literature, 

Yin Zhi Huang has been reported to effectively inhibit T-cell activities. However, whether it is cytotoxic to 

the normal cells and feasible to serve as a radiosensitizer are never studied. We have finished the in vitro 

assays, which supported the hypothesis that “Yin Zhi Huang can serve as a novel radiosensitizer in addition 

to anti-lung cancer drug”. Our preliminary results supported our hypothesis that alone or combined with 

radiation, several of the major components are effective in killing the lung cancer cells but do no harm to the 

normal cells. In this proposed project, we are going to further investigate the detail molecular mechanisms. 

We have selected ten major components from Yin Zhi Huang and examined their effects on normal and lung 

cancer cells. The ten major components include Scoparone, Chlorogenic acid, Caffeic acid, Ursolic acid, 

Crocin, Geniposide, Geniposidic acid, Luteolin, Baicalein and Baicalin. With the cell viability assay, cell cycle 

distribution analysis, radio-sensitization assay, and Western blotting, we have found that: 1. Among the ten 

components examined, Scoparone, Chlorogenic acid, Ursolic acid, Luteolin, Baicalein and Baicalin can 

inhibit the cell viability, and Ursolic acid is most effective; 2. These six compounds can also induce cell cycle 

arrest, and enhanced radio-induced cell cycle arrest. Similarly, Ursolic acid is most effective; 3. Ursolic acid 

and Luteolin can obviously enhanced radio-induced cytotoxicity and cell death; 4. In Western blotting, several 

molecules are altered by these compounds. Interestingly, Ursolic acid and Luteolin are firstly found to inhibit 

the expression of PD-L1, which is one of the potential targets in cancer immunotherapy. We will further figure 

out and understand the mechanism of how Ursolic acid and Luteolin to induce apoptosis and radio-

sensitization in lung cancer cells via the suppression of PD-L1, and whether these breakthrough findings in 

vitro can also work in BALB/c nude mice lung cancer xenograft model. 
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Gastric cancer is now the fourth most common malignancy and the second leading cause of death because 

of cancer. The resistance to anticancer drugs is the main cause of chemotherapy failure. cisplatin (CPt) is a 

platinum-based antineoplastic agent and although it is effective in initially, the tumor cells eventually develop 

a drug-resistant ability during the course of therapy. In the previous program, we have successfully 

established an anti-cisplatin gastric cancer cell line. In the study, we are going to investigate the efficacies of 

novel combination of casticin and 18β-glycyrrhetinic acid to the CPt-resistant gastric cancer cell line we 

have established. Thus, we have three steps in the overall evaluation system for the purpose. In the first step, 

we examined their individual and combined effects on cell viability. In the second step, we examined their 

individual and combined effects in apoptosis induction. In the last step, the potential role of this combination 

in anti-metastasis (invasion and migration) in the CPt-resistant gastric cancer cell platform were performed. 

Last but not least, the intracellular mechanisms of the CPt-resistant capacities were revealed. The data 

showed that the novel combination is very potential in inhibition of cell viability, induction of apoptosis, and 

suppression of invasion and migration capacities of CPt-resistant gastric cancer cells. Overall, the novel 

combination may be a useful target of therapy in CPt-resistance cancer cells after our further revealing of the 

underlying mechanisms. 
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Matrix metalloproteinases (MMPs) play important roles in inflammation and carcinogenesis, but the 

genotypic role of MMP-7 has never been investigated in colorectal cancer (CRC) among the Taiwanese. 

Therefore, in this study we aimed to evaluate the contribution of MMP-7 genotypes to the risk of CRC in 

Taiwan. In this case-control study, MMP-7 A-181G and C-153T promoter genotypes were determined and 

their association with CRC risk were investigated among 362 CRC patients and 362 age- and gender-matched 

healthy controls. In addition, the interaction of MMP-7 genotypes and personal behaviors were also examined. 

The percentages of variant AG and GG for MMP-7 A-181G genotypes were 10.5% and 1.7% in the CRC 

group and 11.9% and 2.2% in the control group, respectively (p for trend=0.7145). The allelic frequency 

distribution analysis showed that the variant G allele of MMP-7 A-181G conferred a slight but non-significant 

decreased CRC susceptibility to the wild-type C allele (odds ratio (OR)=0.86, 95% confidence interval 

(CI)=0.64-1.31, p=0.37). Taiwanese all harbor the CC genotype at MMP-7 C-153T. As for the gene–lifestyle 

interaction, there were no obvious joint effects of MMP-7 A-181G genotype on the risk of CRC among ever 

smoker, alcohol drinker, non-smoker or non-drinker subgroups. No statistically significant correlation was 

observed between MMP-7 A-181G genotypic distributions and age, gender, tumor size, location or metastasis 

status. The genotypes of MMP-7 A-181G may play an indirect role in determining personal susceptibility to 

CRC and prognosis. The further genotyping work on MMP-7 and other genes (such as other MMPs, oncogenes 

and tumor suppression genes) on CRC susceptibility and prognosis, should be taken into consideration 

spontaneously in the precision medicine era. 
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Asthma is a common respiratory disease, with prevalence in 1%–18% of the population in different countries. 

It is a major cause of disability, health resource utilization, and poor quality of life. Chitinase 3-like-1 

(CHI3L1), known as YKL-40, is a member of mammalian chitinases. Because of the amino acid sequence 

mutants in active site of YKL-40, it has lost the ability to cleave chitin but still retain the ability to combine 

with chitin. Previous studies have found that expression of YKL-40 correlate with asthma severity and are 

considered a biomarker for asthma. CHI3L1 gene promoter -131C/G single nucleotide polymorphism (SNP) 

influences transcription of YKL-40. CHI3L1 -131C/G SNP is proved to be associated with asthma. Most 

relative researches mainly focus on Caucasian previously. Therefore, we examine the association of CHI3L1 

genotypes with asthma risk among Taiwanese. Total 198 asthma patients and 453 non-asthmatic subjects were 

determined of their CHI3L1 +49A/T, -131C/G, -247G/A and -329C/T genotypes. The data showed that CG 

and GG at CHI3L1 -131C/G are 32.8% and 7.6% among the asthma cases, higher than those 23.8% and 3.1% 

among controls (p for trend=0.0009). In detail, GG genotype at CHI3L1 -131C/G is associated with a increased 

asthma risk, (adjusted odds ratio (OR)=3.00, 95% confidence interval (CI)=1.41-6.41) and G allele conferred 

a significantly higher asthma risk than wild-type C allele (adjusted OR=1.79, 95%CI=1.33-2.40, p<0.0001). 

The other three SNPs do not show such significance. In conclusion, genotype of CG and GG at CHI3L1 -

131C/G may serve as novel biomarkers in determining personal susceptibility to asthma in Taiwan. In the 

future, we are going to analyze the potential predictive capacity of the novel marker for prognosis indexes. 

 

Key words: asthma; CHI3L1; genotypes; single nucleotide polymorphism; YKL-40 
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Oxidative stress plays a pivotal role in the pathogenesis of Parkinson’s disease (PD). 6-Hydroxydopamine (6-

OHDA) is a neurotoxin used to induce oxidative cell death of dopaminergic neurons in experimental models 

of PD. Mangostins are xanthone with hydroxyl groups that confer the substance-free radical scavenging effects 

and have been conducted on neuroprotective effects of PD. Therefore, this study, we aim at investigating the 

feasibility of mangostins as protectors for dopaminergic neurons again damage from 6-OHDA, and the 

intracellular mechanisms. The 6-OHDA-induced neurotoxicity to the human dopaminergic cell line SH-SY5Y 

will be used as the platform for investigating the protective effects of mangostins. The major break-through 

findings include: 1) In our experiments, pretreatment with mangostins has been found to be capable to improve 

the cell viability, and significantly reduced the reactive oxygen species (ROS) induced by 6-OHDA. 2) The 

results also revealed a reduction of p53 phosphorylation and decrease of the Bax/Bcl-2 ratio, as measured by 

mRNA expression and protein level. 3) Taken together, these findings indicate that mangostins may be capable 

of protecting the SH-SY5Y and SK-N-SH dopaminergic neuronal cells from 6-OHDA-induced toxicity via 

the reduction of ROS production, and subsequent attenuation of p53 phosphorylation and reduction of the 

Bax/Bcl-2 ratio. It is very possible that mangostins could serve as a potential antidote for PD prevention. 
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Prostate cancer, which is not only prevalent in USA but also in Taiwan, is one of the top death-causing 

cancers among males in Taiwan. Compared with Western countries, the incidence rate is significantly 

higher in Taiwan. Clinically, 5-FU and cisplatin are two commonly used drugs in prostate cancer therapy 

before and after the surgery. However, the side effects are usually reported and not so satisfying to the 

patients. Thus, we perform this study to investigate the potential efficacy of the novel application of 

fluvastatin plus docetaxel in prostate cancer. In this study, cell growth and apoptosis were determined 

by the trypan blue exclusion assay and morphological assessment of cells was performed with 

propidium iodide. NF-κB activity was determined by luciferase reporter gene assay and the western 

blot assay was used to determine the levels of Bcl-2, phospho-Akt, VEGF, and phospho-Erk1/2. Results 

showed that following pre-treatment with cholesterol, resistance of PC-3 prostate cancer cells to 

docetaxel was increased. The combination of docetaxel with fluvastatin potently inhibited growth and 

induced apoptosis in PC-3 cells. Mechanistic studies indicated that induction of apoptosis in PC-3 cells 

was associated with significant decreases in the levels of Bcl-2, VEGF, phosphor-Akt, and phosphor-

Erk1/2. Treatment with cholesterol decreased the sensitivity of prostate cancer cells to docetaxel. 

Docetaxel in combination with cholesterol-lowering drugs such as fluvastatin may be an effective 

strategy for inhibiting the growth of prostate cancer. 
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Genomic alterations of nuclear factor-B (NF-B) signaling network were found to be associated with 

inflammatory diseases, such as cancers. However, little is known about NF-B pathway gene polymorphisms 

and hepatocellular carcinoma (HCC) risk. The aim of this study was to investigate whether genomic 

polymorphisms at NF-B1 and NF-BIA genes were associated with risk of hepatoma in a Taiwanese 

population. A total of 298 histologically-confirmed HCC cases and 889 cancer-free controls matched by sex, 

age at baseline (±5 years) and date (±30 days) of sample collection were included in the study. Genomic 

polymorphisms of NF-B1 and NF-BIA were determined blindly by TaqMan single-nucleotide 

polymorphism (SNP) genotyping assay. The odds ratios (ORs) and related 95% confidence intervals (CIs) 

were estimated via an unconditional logistic regression model to measure the association between selected 

SNPs and the hepatoma risk. After adjusted for potential confounding factors, rs28362491 ins/del or del/del 

genotypes are found to be associated with higher risk of hepatoma with an adjusted OR=1.72 and 2.26 (95% 

CI=1.29-2.29 and 1.49-3.42, respectively). The rs230496 AG and GG genotypes are also noted with higher 

risk of hepatoma with an adjusted OR=0.91 and 0.93 (95% CI=0.67-1.24 and 0.65-1.35, respectively). The 

results of haplotype analysis indicate that carriers of the NF-B1 GA and AA (rs230525-rs230530) haplotypes 

had higher risk of hepatoma under an additive model. In addition, no association was found between NF-BIA 

polymorphic variants and hepatoma risk, which should be still carefully examined and followed. Our results 

suggest that genetic variants of NF-B1 influence hepatoma susceptibility in Taiwanese population. 
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Based on the mechanisms by which Wee1 inhibitor AZD1775 and cisplatin played their own role, a promising 

strategy of AZD1775 combined with cisplatin was proposed in this study, which was investigated in non-small 

cell lung cancer (NSCLC). We aim at investigating the efficacy and effects of AZD1775 alone or combined 

with cisplatin on cancer cell viability, cell death, and metastasis. Also, the underlying mechanisms are going 

to be revealed. The results showed that either Wee1 inhibitor AZD1775 or cisplatin alone had an inhibitory 

effect on cell viability, interestingly, the there was a synergistic effect when AZD1775 combined with cisplatin, 

which will be a great beneficial news for the lung cancer patients. As for the underlying molecular mechanisms, 

the current results unveiled that the increased DNA damage indicated by increased 𝛾H2AX protein, as well as 

augmented cell apoptosis indicated by upregulated proapoptotic proteins, was responsible for the 

synergistically inhibitory effect of AZD1775 plus cisplatin. Moreover, compared to any single drug, the 

migration and invasion capacities of the lung cancer cells were further attenuated by the combination of 

AZD1775 and cisplatin. As the combination had no significant damage for the normal lung cells HFL-1, the 

novel combination of AZD1775 plus cisplatin will be very potent for further investigations of animal 

experiments and clinical trials. 
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Deguelin is one of the natural flavonoids which may serve as traditional Chinese medicine, which has been 

reported to exert anti-carcinogenic activity on a variety of cancer cells but not the hepatoma cells. Also, the 

precise mechanism underlying this activity remains unclear. At the same time, TRAIL has been reported to 

serve as a clinical anti-tumor drug but the efficacy should be improved. Thus, we are going to investigate the 

anti-tumor capacities of the novel combination, deguelin plus TRAIL on hepatoma cell lines, for instance, 

HepG2 and Huh7 in the current study. The results from cell viability showed that 4~32 μM deguelin and 

50~800 ng/ml TRAIL are both capable of suppressing the cell viability of the two types of hepatoma cells, 

and the Huh7 cells are more sensitive to both the drugs. As expected, the combinative treatment has better 

efficacy in suppressing the cell viability. As for the cell apoptosis, we have finished the examinations of 

single drug or combination on inducing the cell to undergo apoptosis, and the combination showed the 

synergistic effects again. In the future, we are going to investigate whether individual or combination of 

deguelin and TRAIL could also have inhibitory effects on the invasion and migration capacities of the 

hepatoma cells. Then, we are going to reveal the detail intracellular signaling network for the novel 

combination. As for current conclusion and significance, we have firstly found that deguelin may enhance 

TRAIL-induced apoptosis and TRAIL-suppressed cell viability. These findings are very beneficial of their 

clinical practice for the hepatoma patients. 
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[Objective] From the perspective of TCM, the side effects caused by chemotherapy drugs are different. For 

example, Oxaliplatin often causes peripheral neuropathy, which is manifested as cold pain and numbness in 

four limbs, and is aggravated by cold, so it is regarded as cold nature. Irinotecan is one of the drug in 

FOLFIRI, and the common side effect is delayed diarrhea, which is the nature of heat sign and cold sign 

mixed(1). This study hopes to know the changes of tongue features and TCM constitution of patient during 

chemotherapy through the automatic tongue diagnosis system, and explores the different natures of 

chemotherapy.  

[Method] Participants will be recruited to receive chemotherapy for colorectal cancer at E-Da Hospital. 

Inclusion criteria: colorectal cancer patients over 20 years old and receive courses of chemotherapy. 

Exclusion criteria：pregnant woman, patients with acute illness, infection, hemorrhage, unstable vital signs, 

or unable to cooperate with the examination. The tongue features of participants, TCM body constitution test 

will be recorded once a month. 

[Result] Participants were divided into FOLFOX group (N=9), FOLFIRI group (N=9) and other 

prescription groups (N=11). Compared with the FOLFIRI group, the spleen and stomach area, kidney area 

of the tongue, average area and maximum area of the tongue fur in the FOLFOX group were more (p = 

0.041, 0.038, 0.026, 0.03). Tooth marks in FOLFIRI group was more in the left liver-gall area than the 

FOLFOX group (p = 0.03). The numbers of red dots in stomach-spleen area of the tongue in FLOFIRI group 

showed significantly larger. Other features like tongue shape, ecchymosis is no difference. There was no 

difference in the TCM constitution conversion scores between the FOLFOX and FOLFIRI groups. 
[Conclusion] After the patient receiving FOLFOX chemotherapy, the area of the tongue coating tends to 

increase, especially in the spleen-stomach and heart-lungs area of the tongue, which is consistent with 

FOLFOX may cause the tendency of cold-dampness. Red dots and more tooth marks increased in 

participants with FOLFIRI chemotherapy increased. In summary, FOLFIRI showed a cold sign and heat 

sign mixed of nature.  

[Keywords]  Tongue diagnosis, Colorectal cancer, TCM constitution, Chemotherapy 

[Reference]  (1). Ching-Chun Huang, Jhong-Yuan Chen: Side Effects of Chemotherapy for Advanced 

Colorectal Cancer: Literature Review and Clinical Observation. TJ TCM. 2019, 22(1):91-109. 
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《保嬰神術 · 按摩經》推拿手法對小兒疾病治療學術探討 
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   Professor：Li, Te-Mao* 

前言： 

明代針灸名家楊繼洲所撰的《針灸大成》中收錄了一本堪稱中國小兒推拿獨特治療體系形成的奠基

之作，為《針灸大成》第十卷，書名為《保嬰神術 ·按摩經》，後世因是書專論小兒推拿，遂稱之為

《小兒按摩經》。該書是中醫現存最早的小兒推拿專著。其作者為四明陳氏。至於陳氏究竟為何人、

生、卒於何時，現已無從查考。 

但是，他留給後人的這本巨著對小兒推拿形成和發展的影響是甚鉅。書中小兒推拿的穴位定位、操

作手法、主治病症及諸多歌訣都不同於成人的特定穴位系統、複式手法、治療方法等為後世各類小

兒推拿專著所抄錄，為後世所推崇，且至今仍在臨床應用，具有很好的臨床功效。 

目的： 

該書總結了明代以前小兒推拿的成就，記述了許多古人的實踐經驗和創見，為後世的小兒推拿發展

奠定了堅實的基礎。本學術研究分析古代小兒推拿學術價值的認知，闡述《保嬰神術 · 按摩經》的

內容和特色。 

材料與方法： 

研究材料：《鍼灸大成》(明)楊繼洲編；明萬曆辛丑二十九年(1601)山西巡按趙文炳刊本。研究方

法：以《鍼灸大成 · 卷十》《保嬰神術 · 按摩經》小兒推拿手法、望診、腧穴及對臟腑疾病治療進

行學術探討。 
結果： 

1.推崇推拿治療小兒疾病 

小兒具有“臟腑嬌嫩、形氣未充，為“稚陰稚陽”之體，推崇運用小兒推拿治療兒科病症，認為

“ 五臟六腑受病源，須憑手法推即痊”，而且要“ 俱有下數不亂推”。 

 

2. 注重小兒望診 

2．1 望形色 

《針灸大成 · 觀形察色法》云：“凡小兒看病，先觀形色，切脈次之”。該歌訣主要論述面部五

位、五色主病，並論述五臟主病的特點。同時強調五臟病變當分虛實；且詳細敘述五色所系臟腑、

所主病症及虛實證候和治則。另外，《論色歌》《面部五色歌》《命門部位歌》《面色圖歌》《察色驗病

生死訣》《內/外八段錦》《手面圖》《識病歌》《陳氏經脈辨色歌》《五言歌》等近一半篇幅都是專門

論述小兒望診的，足見該書對望診的重視。 

2．2 察指紋 

《三關圖》指紋分三關，自虎口向指端，第一節為風關，第二節為氣關，第三節為命關；並將指紋

的辨證綱要歸納為“浮沉分表裡，紅紫辨寒熱，淡滯定虛實，三關測輕重”；《六筋圖》中所載的流

珠、環珠、長珠、來蛇等指紋形狀來辨證臟腑疾病。 

 

3 小兒推拿的腧穴及操作 

3．1獨創穴位系統 

書中的《陽掌圖各穴手法仙訣》《陰掌圖各穴手法仙訣》對手掌、手背的穴位、治法及適應證都有詳

盡描述，是小兒推拿穴位講解的集大成者。關於小兒推拿的穴位，陳氏除了在該書中說“ 穴法不詳

注，針卷考之甚詳”外，還專門介紹小兒推拿穴位，它們是：脾土、腎水、肺經、心經、肝經、大

腸、小腸、板門、橫門、橫紋、八卦、三焦、命門、四橫紋、天河水、三關、六腑、陰、陽、五

經、精寧、威靈、二人上馬、一窩風、五指節、六筋、鬥肘、螺獅骨、洪池、年壽、風門、鼻准、

山根、囟門、眉心、鼻樑、手背等 50 多個特定穴，不同於成人的特定穴位系統。 
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3．2 擅用複式手法 

書中介紹的推拿手法除了掐、揉外，還有推、按、摩、運、搖、搓、分、合等。然而該書在“手訣

手法治病訣”中還介紹了大量的複式手法及其主治功用。這些複式手法有水底撈月、按弦搓摩、黃

蜂出洞、鳳凰單展翅、打馬過河、天門入虎口、猿猴摘果、赤鳳搖頭、運水入土、運土入水等 20 

多種，部分手法現今仍為小兒推拿臨床所常用。 

 

4. 手法補瀉分明 

該書十分重視補瀉，認為診治小兒疾病當“ 視病之虛實，虛則補其母，實則瀉其子也” 。手法在

穴位上操作方向不同，補瀉作用也不一樣。三關、六腑的操作方向不同，作用也不同, 而且男女有

別。同時也十分重視手法的劑量，如“ 總筋脾土推七百 ” 、“ 六府退之四百下 ” 、“ 推三關

一百，補脾土、推肺經各二百 ”等，這樣的記載，比比皆是。 

 

5. 治療驚風獨到 

該書開篇即論述當時兒科臨床的常見病症—驚風，認為小兒之疾，並無七情所干；不在肝經，則在

脾經；不在脾經，則在肝經，其疾多在肝、脾兩臟。認為急驚“ 內服鎮驚清痰之劑，外用掐揉按穴

之法，無有不愈之理”，對慢驚“ 宜補中為主，仍以掐揉按穴之法，細心運用，可保十全矣”。該

書詳細介紹了3 6 種不同類型驚風的推拿治療方法，手法劑量清楚，補瀉分明，並且多結合燈火灸

法， 真是蔚為大觀。 

 

結論： 

總之，《保嬰神術》在小兒推拿療法發展中起到十分重要的作用, 該書總結了明代以前的小兒推拿

成就，記述了許多陳氏本人的實踐經驗和創見，為後世的小兒推拿發展奠定了堅實的基礎。該書中

所用的小兒推拿手法和特定穴位、治療方法等, 至今仍在臨床應用，且有很好的臨床效果。 

 

關鍵字：針灸大成、小兒推拿、小兒按摩 
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Abstract 

Biceps tendinopathy is a common cause in shoulder-pain symptoms. The major mechanism is overuse 

of the biceps muscles. The long-term accumulated and poor repaired trauma causes myofascial trigger points 

(MTrP) in the related muscles. Common symptoms are pain in the anterior shoulders and radiating pain in 

the biceps. Pain can be further elicited with lifting, pulling and repetitive overhead activity (1). Therefore, it 

can have a major impact on the patient's activity of daily life. 

Fu's subcutaneous needling (FSN), as one of the dry needle treatments, performed by swaying a 

disposable Fu's subcutaneous needle parallel to the underlying muscles after penetrating the skin to the 

subcutaneous fascia. With the reperfusion activities, myofascial pain and soft tissue pain caused by MTrP 

can be decreased effective simultaneously (2). 

We will conduct a randomized controlled, evaluator-blinded trial to evaluate the immediate, 1-week, 

and 2-weeks effect of FSN on patients with biceps tendinopathy. The participants will be randomly allocated 

to either FSN group or transcutaneous electrical nerve stimulation (TENS) group according to the random 

number. The participants will be treated on day 1(their first day of the research), day 2, and day 4. The 

outcome measures will be performed before and after each treatment, and performed on day 8, day 15. 

Primary outcome measure is Visual Analog Scale (VAS) (3). Secondary outcome measures are questionnaire 

of Shoulder Pain And Disability Index (SPADI) (4), muscle tension (5) and pressure pain threshold (6) which 

examined by the Myotone machine, and ultrasonographic evaluation of biceps peritendinous effusion (7).  

 

Keywords: Biceps tendinopathy、Myofascial trigger point (MTrP)、Fu's subcutaneous needling (FSN)、 

Transcutaneous electrical nerve stimulation (TENS) 
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Abstract 

Bladder cancer is the most common malignancy of the urinary tract and arising from the epithelial 

lining of the urinary bladder. Resistance to cytotoxic therapies is associated with overexpression of oncogenic 

proteins; including HER2, and Akt in chemotherapy resistance of bladder cancer. Various studies 

demonstrated that curcuminoids, the most important active phenolic compounds of turmeric (Curcuma longa), 

have anti-tumor activities in a wide range of human malignant cell lines. The aim of this study is to evaluate 

whether curcuminoids (curcumin (Cur), demethoxycurcumin (DMC), and bisdemethoxycurcumin (BDMC)) 

could repress the expression of HER2 in HER2-overexpressing bladder cancer cells. Among the test 

compounds, DMC significantly suppressed the expression of HER2, and preferentially inhibited cell 

proliferation and induced apoptosis in HER2-overexpressing bladder cancer cells. DMC decreases HER2 level 

through inhibiting the interaction of HER2 and Hsp90. Our study also indicated that DMC showed additive 

activity in combination with chemotherapeutic agents, including paclitaxel and cisplatin. These findings show 

that DMC should be developed further as a new antitumor drug candidate for treatment of HER2-

overexpressing bladder cancer. 

Keywords: HER2; demethoxycurcumin; Hsp90; bladder cancer 
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The therapeutic effect and safety of combination 
of Graptopetalum paraguayense

extraction and lower dose sorafenib for liver 
cancer treatment

合併石蓮花萃取物與低劑量雷沙瓦膜衣錠對
治療肝癌的治療效果與安全性研究

台大肝硬化轉譯研究中心黃凱文醫師

存活率比較 (Survival curve)

動物實驗結論:

1.合併石蓮花萃取物 (GPP)與雷沙瓦膜衣錠
(Nexavar-sorafenib)來治療肝癌，在治療七
周後發現潛在的協同效應(Synergistic effect)。

2.若動物無法忍受由高劑量雷沙瓦膜衣錠所產生
的副作用，則低劑量雷沙瓦膜衣錠與石蓮花萃
取物合併療法可以成為一個好的alternative
therapy。

3. 大鼠因雷沙瓦膜衣錠所造成體重抑制的問題可確實改善，結果顯示石蓮花萃取物具有
可以改善使用雷沙瓦膜衣錠肝病病人生活品質的潛力。

4. 高劑量雷沙瓦膜衣錠與高/低劑量石蓮花萃取物合併治療試驗組的數據顯示，其存活
期最長，且這兩組的存活率在統計上亦有顯著性(p<0.05)的差異。

玻尿酸之吸收與生物功能之探討
徐士蘭、楊志學、鄭吉橋

台中榮民總醫院 教學研究部

Fig A：裸鼠餵食螢光標定之HA後，在不同時間點進行拍攝。 Fig B：餵食0.5 mg FHA/ml 裸鼠在餵食
後不同時間散發的螢光量。

Fig C：餵食1.0 mg FHA/ml 裸鼠在餵
食後不同時間散發的螢光量。

結論：
從實驗結果來看，無論以高濃度或低濃度，以口服的方式投予老鼠玻尿酸在八小時之後
被傳送到全身(Fig A)主要分布於皮膚當中，睪丸、關節次之，並可在體內持續72小時以
上(Fig B ， Fig C)。細胞實驗的結果，玻尿酸的濃度越高，細胞分化、進行吞噬作用、
釋放發炎反應激素的效用也越大。此一研究結果，顯示小分子的玻尿酸具有活化免疫系
統的功能。玻尿酸以口服方式確實可被動物體吸收，再分布於特定部位發揮其功能。細
胞實驗證實小分子玻尿酸可調控免疫系統的活性。
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