中華民國血液病學會九十三年度年會

地點：國防醫學院
三月十三日（星期六）

	時間/講堂
	30教室
	33教室

	8:00
	報到 Registration

	8:25-8:30
	中華民國血液及骨髓移植學會理事長趙祖怡開幕致詞
	

	8:30-9:15
	教育演講（Ⅰ）Dr. Wing-Yen Wong
題目：Hemophilia: Past, Present and Future
	

	9:15-10:00
	教育演講（Ⅱ）Valder Arruda, M.D., Ph.D
題目：Gene transfer as an approach to treating hemophilia: problems and prospects
	

	10:00-10:20
	休息  Coffee Break

	10:20-12:00
	會員演講（Ⅰ）
	會員演講（Ⅱ）

	12:00-13:00
	午餐  Lunch Time
	

	13:00-13:40
	專題演講（Ⅰ）台大醫院  周文堅醫師

題目：Role of NADPH oxidase in arsenic-induced reactive oxygen species formation and cytotoxicity in myeloid leukemia cells
	骨髓移植護理
專題演講

	13:40-14:40
	會員演講（Ⅲ）
	

	14:40-15:00
	Coffee Break

	15:00-15:40
	九十二年研究發展獎成果報告及

九十三年研究發展獎和優秀論文獎得獎演講
	

	15:40-16:20
	血液病學會會員大會
	

	16:20-17:20
	
	血液及骨髓移植學會會員大會暨理監事選舉

	18:30
	晚宴

	
	

	三月十四日（星期日）
	

	時間
	30教室
	33教室

	8:30-10:00
	會員演講（Ⅳ）
	會員演講（Ⅴ）

	10:00-10:20
	 Coffee Break

	10:20-11:20
	外賓演講（Ⅰ）Prof. Bertrand Coiffier

題目： Current status of biotherapy in non-Hodgkin's lymphomas

	11:20-12:00
	辯論演講（Ⅰ）題目：Stem cell transplantation in MM patients: Is it necessary？ 

正方：台中榮總 黃文豊主任

反方：中國醫藥學院附設醫院  葉士芃醫師

	12:00-12:05
	中華民國血液病學會理事長林勝豐閉幕致詞


	中華民國血液病學會第十一屆第三次會員大會

	中華民國血液及骨髓移植學會第七屆第一次會員大會


暨聯合學術演講年會
時間：93年3月13日～14日（星期六-日）
地點：國防醫學院

三月十三日【星期六】

	8:00起
	報到 Registration

	【30教室】

	08:25-08:30
	中華民國血液及骨髓移植學會趙祖怡理事長致開幕詞

	8:30-9:15
	教育演講（Ⅰ）          主持人：沈銘鏡
Hemophilia: Past, Present and Future
Dr. Wing-Yen Wong
Hemostasis-Thrombosis Center Childrens Hospital Los Angeles USC Keck School of Medicine

	9:15-10:00
	教育演講（Ⅱ）          主持人： 趙祖怡

Gene transfer as an approach to treating hemophilia: problems and prospects
Valder Arruda, M.D., Ph.D.
University of Pennsylvania School of Medicine

	10:00-10:20
	 Coffee Break

	10:20-10:32
	會員演講（Ⅰ）          主持人： 楊吉雄  邱昌芳  

The Predictive Risk Factors and Prevalence of Malignancy in Patients with Iron Deficiency Anemia

何照洪 周永強 徐會棋 高志平 游介宇 陳志丞 余垣斌

台北榮民總醫院血液科 & 國立陽明大學醫學院

	10:32-10:44
	Fatal Pulmonary Fibrosis Associated With BCNU: The Relative Role of Platelet-derived Growth Factor-B, Insulin-like Growth Factor I, Transforming Growth Factor-(1, And Cyclooxygenase-2   

沈盈君  葉士芃  廖裕民  謝宗岑  黃馨慧  林振源  邱昌芳
中國醫藥大學附設醫院內科部  血液腫瘤科

	10:44-10:56
	Final report of phase I/II clinical study of PG2 intravenously administered in patients with advanced malignancy

高偉堯 謝安臺 何景良 陳宇欽 劉介宇1 趙祖怡

國防醫學院 三軍總醫院 血液腫瘤科 國家衛生研究院 生統組1

	10:56-11:08
	Internal Audit of The Use of Fresh-Frozen Plasma and Frozen Plasma in Hospitalized Patients  

林振源a  葉士芃a, b 張韶恩b 廖裕民a 沈盈君a 黃馨慧a 邱昌芳a
中國醫藥大學附設醫院內科部  血液腫瘤科a  檢驗部血庫b
主持人： 高偉堯  蘇五洲

	11:08-11:20
	High dose Dexamethasone treatment for cases of 

Immune Thrombocytopenic Purpura 

林育佳 游介宇 曾成槐

台北榮民總醫院 輸血醫學科

	11:20-11:32
	Combination of ELISA and Flow Cytometric Assay for the Diagnosis of Heparin Induced Thrombocytopenia 
陳宇欽1 趙祖怡1 William L. Nichols2 Randall S. Miller3 Michelle A. Elliott2
1 三軍總醫院  內科部血液腫瘤科

2 Division of Hematology, Department of Internal Medicine 
3 Hematology Research Laboratory, Mayo Clinic, Rochester, Minnesota, USA;

	11:32-11:44
	Analysis of survival and total treatment cost in patients with acute leukemia-

Experience of Division of Hematology-Taipei Veterans General Hospital

 徐會棋 游介宇 陳志丞 高志平 周永強 曾成槐 何照洪

台北榮總 血液科 輸血醫學科

	11:44-11:56
	Non-irradiated NOD/SCID-human chimeric animal model for primary human multiple myeloma- A potential in vivo culture system

黃聖懿  田蕙芬  許世明1
臺大醫院內科部  病理部1

	12:00-13:00
	午餐  Lunch Time

	13:00-13:40
	專題演講（Ⅰ）         主持人： 陳耀昌

Role of NADPH oxidase in arsenic-induced reactive oxygen species formation and cytotoxicity in myeloid leukemia cells
台大醫院  周文堅醫師



	會員演講（Ⅲ）      主持人： 施麗雲  田蕙芬

	13:40-13:52
	Heterogeneous Patterns of FLT3 Asp835 Mutations in Relapsed de novo Acute Myeloid Leukemia: A Comparative Analysis of 120 Paired Diagnostic and Relapse Bone Marrow Samples 
林棟樑  施麗雲  黃千芳  吳金和  王博南  鄧波  郭明宗  湯崇志

長庚紀念醫院 血液腫瘤科

	13:52-14:04
	Acquisition of FLT3/TKD or N-ras mutations may be associated with progression of myelodysplastic syndrome to acute myeloid leukemia but has no prognostic impact
施麗雲  郭明宗  黃千芳  王博南  吳金和  林棟樑  鄧波

林口長庚醫院血液腫瘤科

	14:04-14:16
	Multiplex Quantitative RT-PCR of WT1 for Therapeutic Monitor of Minimal Residual Disease in Acute Myeloid Leukemia

林世強 唐季祿 姚明 柯博升 李典錕 黃聖懿 蔡偉 陳耀昌 田蕙芬

台大醫院 內科部 血液腫瘤科

	14:16-14:28
	The predictive value of HOX gene expression in acute myeloid leukemia

馮盈勳 李揚成 賴邦育 顏家瑞 黃文聰 陳彩雲 蘇五洲 曹朝榮

成大醫院 血液腫瘤科

	14:28-14:40
	Deletion of derivative chromosomes 9 and 22 by interphase fluorescence in situ hybridization (FISH) in chronic myeloid leukemia patients: clinical implications

蔡育傑1 劉嘉雯2 劉敏枝2 李玢玉2 姚明3 唐季祿3 蔡偉3 陳耀昌3 

王秋華3 沈銘鏡3 田蕙芬3

台大醫院腫瘤醫學部1 病理部2 內科部3

	14:40-15:00
	Coffee Break

	15:00-15:40
	九十二年研究發展獎成果報告及

九十三年研究發展獎和優秀論文獎得獎演講

	15:40-16:20
	血液病學會會員大會

	18:30
	晚宴


	【33教室】

會員演講（Ⅱ）         主持人：林東燦  徐會棋


	10:20-10:32
	Isolation and In Vitro Expansion of Mesenchymal Stem Cell From Bone Marrow of Patients With Leukemia, Myeloma, and Aplastic Anemia   

葉士芃1,2 吳蜜蘭2 廖育晴2 羅文吉2 林嬌玲2 張建國2  邱昌芳1
中國醫藥大學附設醫院內科部  血液腫瘤科1  醫研部幹細胞研究室2

	10:32-10:44
	Relevance of SV 40 Infection in Non-Hodgkin’s Lymphoma

趙大中  楊慕華 朱巧君 蕭樑材 林鵬展 李明陽 傅雪美 鄧豪偉 

林玉真 王緯書 顏厥全 邱宗傑 劉俊煌 陳博明

台北榮民總醫院內科部腫瘤科

	10:44-10:56
	Parvovirus B19 infection in patients with hematological disorders

余恒斌 李元明 游介宇 郭英調 何志堃 徐會棋

台北榮總 血液科 病毒室 醫學研究部

	10:56-11:08
	Hepatosplenic microabscess in Patients with Acute Leukemia 

馬銘君  郭景元  王銘崇

高雄長庚紀念醫院  血液腫瘤科
主持人：曾成槐  張明志

	11:08-11:20
	Hypoplastic Myelodysplastic Syndrome in Taiwan

柯博升1 許駿2 李典焜1 黃聖懿1 姚明1 唐季祿1 蔡偉1 陳耀昌3 
王秋華3 沈銘鏡3 田蕙芬1
臺大醫院內科部1 腫瘤醫學部2  檢驗醫學部3

	11:20-11:32
	Clinicopathological Study of Bone Marrow Monocytic Nodules in 21 Patients with Myelodysplasia

莊岳泉1 陳宇欽1 趙祖怡1 周榮茂2 Rhett P. Ketterling3 Louis Letendre4 李清揚5
1三軍總醫院 內科部血液腫瘤科 2三軍總醫院 病理部, 3 Division of Laboratory Genetics, Mayo Clinic, Rochester, MN, USA, 4 Division of Hematology, Department of Internal medicine, Mayo Clinic, Rochester, MN, USA, 5 Department of Hematopathology, Mayo Clinic, Rochester, MN, USA

	11:32-11:44
	The Experience of Treatment of Peripheral T-Cell Lymphoma at KFSYSCC

譚傳德 吳茂青 邱倫瑋 劉美瑾

和信治癌中心醫院 血液腫瘤科

	11:44-11:56
	The Therapeutic Effect of Rituximab plus Ifosfamide, Carboplatin, and Etoposide (RICE) for Relapsed B-cell non-Hodgkin’s lymphoma
戴明燊 高偉堯 趙祖怡

三軍總醫院 血液腫瘤科

	11:56-12:08
	Thalidomide alone or combination with Interferon alpha in the treatment of refractory multiple myeloma: Preliminary Results of a multi-center phaseⅡstudy

邱宗傑1 趙祖怡2 陳彩雲3 林勝豐4 唐季祿5 張明志6 謝瑞坤6 薛爾榮7 陳博明1
1台北榮民總醫院 2三軍總醫院 3國立成功大學附設醫院 

4高雄醫學大學附設中和紀念醫院國立 5台灣大學醫學院附設醫院 

6馬偕紀念醫院 7屏東基督教醫院

	12:08-13:00
	午餐  Lunch Time

	骨髓移植護理專題演講       主持人： 梁挋  曾修儀

教育演講

	13:00-14:00
	癌症病患疼痛與疲倦的探討

台北醫學大學護理系教授  賴裕和

	會員演講
	

	14:00-14:15
	癌症患者心理及靈性健康促進

三軍總醫院  孫懿英副護理長

	14:15-14:30
	骨髓移植病患在人際關係方面的需求

臺大醫院骨髓移植病房  黃培菁護理師

	14:30-14:45
	以治療性遊戲照顧一位骨髓移植之學齡前女童的護理經驗

台北榮總  吳宜萃護理師

	14:45-15:00
	骨髓移植期間採用觸覺治療的成效

三軍總醫院  陳俊宇護理師

	15:00-15:15
	兒童接受造血幹細胞移植術前之衛教

臺大醫院骨髓移植病房  張喬芳護理師

	15:15-15:30
	多源混合臍帶血移植之介紹
台北榮總  林妙玉護理師

	16:00-16:20
	Coffee Break

	16:20-17:20
	血液及骨髓移植學會會員大會暨理監事選舉

	18:30
	晚宴


	三月十四日【星期日】

【30教室】

	會員演講（Ⅳ）                 主持人：  黃偉修  邱宗傑  

	8:30-8:42
	Hematopoietic Stem Cell Transplantation in NTUH, 1983-2003

唐季祿 姚明 盧孟佑1黃聖懿 柯博升 林東燦1林凱信1王秋華 陳耀昌 骨髓移植病房

台大醫院   內科部 小兒部1

	8:42-8:54
	Non-myeloablative transplant in multiple myeloma patients – experience of single institute
廖裕民
沈盈君
葉士芃
邱昌芳
中國醫藥大學附設醫院  血液腫瘤科

	8:54-9:08
	Treatment with imatinib mesylate followed by allogeneic hematopoietic stem cell transplantation in patients with chronic myeloid leukemia
劉益昌  曾士賓  蔡慧珍  蕭惠樺  劉大智  陳田柏  林勝豐

高雄醫學大學  血液腫瘤內科

	9:08-9:20
	DECP(dexamethasone, etoposide, cyclophosphamide, cisplatin)-an useful regimen for mobilizing stem cells and salvage treatment in myeloma patients

李典錕 黃聖懿 柯博升 姚明 唐季祿 蔡偉 田蕙芬

台大醫院 血液腫瘤科
主持人：唐季祿  劉大智

	9:20-9:32
	1992-2002 Surveillance of Nosocomial Infections in BMT and Hematologic Wards, NTUH

邱愉心 唐季祿 陳宜君 姚明 盧孟佑1 林東燦1 林凱信1 黃聖懿 

柯博升 陳耀昌 田蕙芬 感染管制小組

台大醫院  內科部  小兒部 1

	9:32-9:44
	Fatal fulminant hepatitis B after withdrawal of lamivudine as prophylaxis against hepatitis B reactivation in patients who undergo hematopoietic stem cell transplantation
林鵬展  蕭樑材  劉俊煌  顏厥全  王緯書  樊聖  邱宗傑  陳博明

台北榮民總醫院內科部腫瘤科

	9:44-9:56
	Risk factors for CMV antigenemia in adult patients undergoing

allogeneic stem cell transplantation
林璟宏1徐思淳1姚明1羅碧燕1吳玉珍1黃聖懿1高全良2陳耀昌1
唐季祿1
1台大醫院內科部血液腫瘤科  2台大醫院檢驗醫學部

	9:56-10:08
	Pulmonary Function Changes Following Nonmyeloablative Allogeneic Hematopoietic Stem Cell Transplantation In Chronic Myeloid Leukemia.

李明陽 林鵬展 傅雪美 鄧豪偉 白禮源 蕭樑材 趙大中 楊慕華 顏厥全 王緯書 劉俊煌 邱宗傑 陳博明

台北榮民總醫院內科部腫瘤科



	10:08-10:20
	Coffee Break

	10:20-11:20
	外賓演講（Ⅰ）       主持人： 林勝豐

Current status of biotherapy in non-Hodgkin's lymphomas
Prof. Bertrand Coiffier

Service d'Hématologie, Centre Hospitalier Lyon-Sud

	11:20-12:00
	辯論演講（Ⅰ）       主持人： 陳博明

題目：Stem cell transplantation in MM patients: Is it necessary？
正方：台中榮總 黃文豊主任

反方：中國醫藥學院附設醫院  葉士芃醫師

	12:00-12:05
	中華民國血液病學會林勝豐理事長閉幕致詞


	三月十四日【星期日】

【33教室】

	會員演講（Ⅴ）       主持人：洪悠紀    梁德城   林凱信

	8:30-8:42
	Childhood T-cell acute lymphoblastic leukemia- 10 years at one single institute
黃芳亮 張德高  遲景上

兒童血液腫瘤科 台中榮民總醫院兒童醫學部

	8:42-8:54
	A clinical trial of rasburicase to treat patients prophylactically or therapeutically for tumor lysis syndrome

王麟燕1 施麗雲2 張鴻2 周獻堂3 林凱信3 葉庭吉1 林勝豐4 梁德城1
馬偕紀念醫院小兒血液腫瘤科1
林口長庚紀念醫院血液腫瘤科2
台大醫院小兒血液腫瘤科3
高雄醫學大學血液腫瘤科4

	8:54-9:08
	Rapid Switch of Phenotypic Dominance from Pro-B Acute Lymphoblastic  Leukemia to Acute Monocytic Leukemia in A Neonate with t(4;11)
楊兆平 洪悠紀 江東和 鍾明宗1    
林口長庚兒童醫院 血液腫瘤科  新生兒科1

	9:08-9:20
	The Molecular Basis of HbH Disease in South Taiwan

張泰琮 邱世欣 林佩瑾 章人欽 洪郁惠

高雄醫學大學附設中和紀念醫院 小兒科

	9:20-9:32
	Combined therapy with deferiprone and desferrioxamine successfully regresses severe heart failure in patients with beta-thalassemia major.
巫康熙 張正成 蔡長海 彭慶添

中國醫藥大學附設醫院小兒血液腫瘤科

	9:32-9:44
	Successful unrelated cord blood transplantation in a girl with beta-thalassemia major
江東和1洪悠紀1楊兆平1林奏延2孫建峰3謝素英4

長庚兒童醫院血液腫瘤科1感染科2
長庚紀念醫院臨床病理科3長庚大學護理系4


	10:00-10:20
	Coffee Break


※ 附註：

1. 專題演講每題45分鐘（含10分鐘討論）

2. 外賓演講每題60分鐘（含10分鐘討論）

3. 辯論演講每題40分鐘，正反兩方各15分鐘，討論10分鐘。

4. 會員演講每題10分鐘，討論2分鐘，8分鐘鈴響一聲，10分鐘鈴響兩聲，請結束演講。

※繼續教育積分：

中華民國血液病學會：15分（甲類）

中華民國癌症醫學會：3分

台灣家庭醫學醫學會：3/26乙類6點，3/27乙類3點

台灣內科醫學會：15分，醫學倫理：1分

台灣兒科醫學會：5分

教育演講

Hemophilia: Past, Present and Future

Wing-Yen Wong M.D.

The diagnosis, management and care of hemophilia A and B have made tremendous progress in the past 2 decades. The historical perspective of hemophilia care teaches the value of persistence, vigilance and more importantly, the merging of various subspecialties in the delivery of care. The past has also taught us the dangers of unrecognized risks and the need for the continued pursuit of excellence for all with bleeding disorders.

The evolution of hemophilia care will be presented here, highlighting specific areas of interest: 

1. Accurate diagnosis/testing in affected individuals and carriers

2. Development of safe and effective treatment modalities 

3. Recognition and management of emerging risks and infectious agents

4. Integrated comprehensive care from various disciplines such as physical therapy, social work, orthopedics, dental, ENT, GI, infectious disease, education and development, pain management, clinical and laboratory medicine

5. Decrease the incidence and morbidity of Inhibitor development with increased efficacious therapy

6. Public and world health efforts to ensure delivery of care and collection of vital information to improve future care

7. Investment in the future, e.g. gene therapy

Gene transfer as an approach to treating hemophilia: problems and prospects

Valder R. Arruda
Children’s Hospital of Philadelphia and the University of Pennsylvania

Gene therapy is a novel area of therapeutics in which the active agent is a nucleic acid sequence rather than a protein or small molecule. Successful clinical applications of gene transfer have been limited to date because of shortcomings in the available gene delivery vehicles. Hemophilia is an attractive target for studies in gene transfer since even small amounts of clotting factor can improve the clinical symptoms of the disease, the factor can be expressed in almost any tissue as long as it gains access to the circulation, and there are large and small animal models of the disease, so that promising approaches can be assessed for efficacy before moving into clinical studies. To date, five different trials, three for hemophilia A and two for hemophilia B, have enrolled approximately 40 subjects with severe hemophilia. These trials included viral and non-viral vectors. Overall vector administration was well tolerated. No antibody formation to clotting factors has been observed. Transient detection of vector sequences in the semen following intravenous or hepatic delivery of some subjects was observed. FVIII gene delivery by non-viral or viral vectors resulted in transient increases in factor levels (up to 2%) in a few subjects. AAV-mediated, F.IX gene transfer to skeletal muscle resulted in long-term expression, but at subtherapeutic levels. However, in an ongoing clinical study, AAV-mediated, liver-directed F.IX gene transfer resulted in circulating F.IX levels up to 11%. Continued improvements in gene delivery systems will allow gene transfer strategies to move forward, which hold promise for improved treatment of hemophilia.
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The Predictive Risk Factors and Prevalence of Malignancy in Patients with Iron Deficiency Anemia

(缺鐵性貧血病人之惡性腫瘤盛行率與預測性危險因子)

Chao-Hung Ho1,2, Wing-Keung Chau1,2, Hui-Chi Hsu1,2, Jyh-Pyng Gau1,2, Jie-Yu You2, Chih-Cheng Chen2, Yuan-Bin Yu2
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Word count: 2688 words

Running head: Risk factors & prevalence of malignancy in IDA
Background. Gastrointestinal (GI) tract malignancy is one of the important causes of chronic iron deficiency anemia (IDA). The present study was designed to find out the prevalence and the predictive risk factors of malignancy in the IDA patients. 

Method. We performed a prospective study in 148 patients with chronic IDA. A series of examinations to explore the GI tract were performed either by radiology and/or endoscopy. Tc-RBC GI bleeding study was also performed, and prevalence of malignancy was calculated. Different variables of the patients with or without malignancy were compared and analyzed to find out the risk factors of malignancy.

Results. Totally 148 patients were enrolled, with mean age 66.2 years; 88 were male. Eighteen patients (12.2%) were found to have malignant tumors. Ten (6.8%) had benign tumors, 96 (64.9%) had benign causes such as peptic ulcer, polyps, hemorrhoid or previous gastrectomy. No any causes could be detected in 24 patients (16.2%). Clinical symptoms and presence of FOB could not predict malignancy or any GI lesions. Multivariate logistic regression analysis showed serum ferritin <10(g/L, LDH >250U/L and aging as the risk factors of malignancy in the IDA patients (p=0.003, 0.002 & 0.027; and O.R. =7.614, 8.955 and 1.062, respectively). An IDA patient with both serum ferritin <10(g/L and LDH >250U/L ran 74.33 times higher risk of malignancy than the patient without (95% CI:7.115-776.479)

Conclusions. Malignancy was an important cause of IDA. High LDH, low serum ferritin and aging were the risk factors of malignancy in the IDA patients. 

Key words: Cause; Gastrointestinal Cancer; Predictive Risk Factors; Iron Deficiency Anemia; LDH; Malignancy; Prevalence; Serum Ferritin

Fatal Pulmonary Fibrosis Associated With BCNU: The Relative Role of Platelet-derived Growth Factor-B, Insulin-like Growth Factor I, Transforming Growth Factor-(1, And Cyclooxygenase-2

沈盈君  葉士芃  廖裕民  謝宗岑  黃馨慧  林振源  邱昌芳
中國醫藥大學附設醫院內科部  血液腫瘤科
Pulmonary fibrosis is a severe complication associated with bis-chloronitrosourea (BCNU) therapy. However, the pathogenetic mechanism has never been well-investigated. We report here a 26-year-old female of diffuse large B-cell lymphoma died of severe pulmonary fibrosis 81 days after the administration of high dose BCNU (600mg/m2). Thoracoscopic wedge resection of left upper lung performed 10 days before patient’s death showed severe pulmonary fibrosis with prominent hyperplasia of alveolar macrophages and type II pneumocytes. We further used immunohistochemistry (IHC) to examine the relative role of platelet-derived growth factor-B (PDGF-B), insulin-like growth factor I (IGF-I), transforming growth factor-(1 (TGF-(1) and cyclooxygenase-2 (COX-2) in the pathogenesis of BCNU-related pulmonary fibrosis.  Strong expressions of PDGF-B and IGF-1 on alveolar macrophages and type II pneumocytes were clearly demonstrated, by contrary, the expressions of TGF-(1 and COX-2 were almost undetectable. In conclusion, pulmonary fibrosis can develop early and progress rapidly after the administration of high dose BCNU. The markedly increased expression of fibrogenic factors PDGF-B and IGF-1 on hyperplastic alveolar macrophages and hyperplastic type II pneumocytes may play an important role in the pathogenesis of this disease. These novel findings may offer specific therapeutic targets in the treatment of BCNU-associated pulmonary fibrosis.  

Final report of phase I/II clinical study of PG2 intravenously administered in patients with advanced malignancy

高偉堯1 謝安臺1 何景良1 陳宇欽1 劉介宇2 趙祖怡1
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Div. Hema/Oncol , Tri-Service General Hospital, National Defense Medical Center

＊Division of Biostatistics and Bioinformatics, National Health Research Institutes

PG2 (PhytoHealth Corp., Taiwan, ROC) is a purified extract from the medicinal herb (Astragalus membranaceus var. mongholicus) with standardized pharmacological activity. The preclinical data suggest that PG2 could accelerate the recovery of neutrophils, platelets and erythrocytes from chemotherapy-related myelosuppression. The objectives of this phase I/II trial are (1) to determine the highest tolerated dose of PG2 among 125 mg/day, 250 mg/day and 500 mg/day in patients with advanced malignancy receiving chemotherapy, and (2) to evaluate the hematopoietic response and immunological response after administration of PG2. PG2 is given 24 hours after the chemotherapy in the first chemotherapy cycle after enrollment and is administered by continuous IV infusion for 3 hrs daily for consecutive 7 days. Thirteen patients were enrolled in the phase I study. None of the 13 patients developed any dose limiting toxicities. The phase I study results support the safety of the PG2 and dose up to 500 mg/day is tolerable. A total of 20 patients were treated at the 500 mg/day in the phase II study to estimate the biological responses measured by CBC, IL-2, IL-6, TGF-alpha, TGF-beta and G-CSF. The second chemotherapy was used as a self-control arm. The leukocyte count percent changes from pre-chemotherapy to day 8 and day 14 after chemotherapy were -46.33±42.66, -43.59±21.8 (PG2 arm) and -53.30±21.34, -50.54±18.01 (control arm). Relative lower IL-6 and G-CSF percent change from pre-chemotherapy to day 8 (398.72±1011.82, 174.17±290.52) and day 14 (138.90±258.32, 131.81±230.58) after chemotherapy in the PG2 arm than those in the control arm (day 7: 538.91±2161.98, 271.17±336.72; day 13: 216.79±631.60, 228.28±232.36) was detected. The findings are consistent with other researchers’ reports that endogenous G-CSF and IL-6 rose after chemotherapy, and the myelosuppression severity correlated with the extent of serum G-CSF elevation. The cytokine results further support that PG2 can reduce the chemotherapy-induced myelosuppression. 

Internal Audit of The Use of Fresh-Frozen Plasma and Frozen Plasma in Hospitalized Patients

林振源a  葉士芃a, b  張韶恩b  廖裕民a  沈盈君a  黃馨慧a  邱昌芳a
中國醫藥大學附設醫院內科部  血液腫瘤科a  檢驗部血庫b
 The use of fresh-frozen plasma (FFP) and frozen plasma (FP) continues to rise. Unfortunately, these products are commonly overused or inappropriately used and so Transfusion Committee of China Medical University Hospital published recommendations for the appropriate use of plasma in Dec. 2002. The guidelines recommended transfusion of FFP in 4 specific situations: for patients with prolongation of PT or aPTT (> 1.5 × normal) in whom significant bleeding has occurred or for whom surgery or invasive procedures are planned, for patients received massive transfusion, for patients who need plasma exchange, and for patients with congenital Protein C/S/anti-thrombin III deficiency. The guidelines recommended transfusion of FP in 3 specific condition: for patients with hypovolemic shock due to burn or massive bleeding, for patients with stable factor deficiency in whom significant bleeding has occurred or for whom surgery or invasive procedures are planned, for patients of liver failure with hypoalbuminemia and ascites. In July 2003, in view of the markedly expanded use of FFP and FP in China Medical University Hospital and more than 50% of FFP and FP were given to patients admitted to section of gastrointestine (GI) and general surgery (GS), we therefore conducted a retrospective audit to determine whether current FFP and FP transfusion in section of GI and GS at this hospital followed these recommendations. 

In May 2003, 1404U FFP (GI 706U; GS 698U) and 567U FP (GI 427U; GS 140U) were used. The appropriateness is determined according to CMUH guidelines by 2 hematologists. The use of FP followed the guidelines satisfactorily. However, the FFP was inappropriately used in about 50% and the results are summarized in table 1 and table 2. Most of the patients transfused with FFP or FP died within 30 days of transfusion. About 80% of FFP used in both GI and GS sections and 100% of FP used in GS section were given to patients who died within 30 days of transfusion (table 3 and table 4). Our data indicate that internal audit is important to raise awareness of inappropriate transfusion. A program incorporating strategies of regular internal audit and formal education targeting the inappropriate indications that we identified would be of great help to improve the rate of appropriate use of blood products. Besides, most of the FFP and FP were given to the dying patients, is it appropriate?

Table 1: Inappropriate use of FFP

	
	Inappropriate Use of FFP

	GI
	33.29%

	GS
	67.81%

	Total 
	50.5%


Table 2: Causes of Inappropriateness

	Cause of Inappropriateness
	GI
	GS

	“Laboratory” coagulopathy
	61%
	30%

	No evidence of massive transfusion
	14%
	52%

	PT/aPTT < 1.5 × normal or no data
	25%
	18%


Table 3: “Outcome” of FFP

	Outcome of FFP
	GI
	GS

	Given to patients died within 30 days of transfusion
	80%
	83%

	Given to patients survived > 30 days after transfusion
	20%
	17%


Table 3: “Outcome” of FP

	Outcome of FP
	GI
	GS

	Given to patients died within 30 days of transfusion
	73%
	100%

	Given to patients survived > 30 days after transfusion
	27%
	0%


High dose Dexamethasone treatment for cases of Immune Thrombocytopenic Purpura
林育佳 游介宇 曾成槐

台北榮民總醫院 輸血醫學科

   Immune thrombocytopenic purpura (ITP) is defined as thrombo- cytopenia without other causes. The diagnosis of immune thrombocytopenic purpura is by excluding other causes of thrombo- cytopenia. Comparing with childhood ITP, adult ITP course is usually chronic and not spontaneously resolved. It often results from platelet autoantibodies, which causes accelerated platelets spontaneously sequestration by the reticuloendothelial system. 

    Adult ITP is more common in young women (20 to 40 years old). Corticosteroids (1 to 2 mg/ kg per day) treatment is often prescribed for adult ITP, but most patients recur while on reducing dosages of steroid. Splenectomy may be considered for patients with refractory thrombocytopenia after 3 to 6 months of steroid treatment. IVIG is used for purpose of transient elevation of platelets count when clinically indicated.  

    Recently, good responses after a 4-day course of high-dose dexamethasone on newly diagnosed ITP patients were reported. (The NEJM, August 28, 2003). Using the similar protocol, we report here four cases (one male and 3 female patients), aged 23 to 83 years old. All were refractory to steroid with one even had received splenectomy (with a duration of more than 10 years), had good response to such high-dose short course decadron treatment. Their platelets counts rose to more than 100 K/L in 3 cases, and one patient even elevated to >260 K/L within one week. Side effects were mild epigastric discomfort and insomnia. Longer follow-up is necessary, and more patients are required to be recruitted for further study. 

Combination of ELISA and Flow Cytometric Assay for the Diagnosis of Heparin Induced Thrombocytopenia

結合ELISA及流式細胞儀分析法來診斷肝素引起之血小板減少症

陳宇欽1, 趙祖怡1, William L. Nichols2, Randall S. Miller3, Michelle A. Elliott2

1 三軍總醫院  內科部血液腫瘤科

2 Division of Hematology, Department of Internal Medicine, 3 Hematology Research Laboratory, Mayo Clinic, Rochester, Minnesota, USA;


Heparin induced thrombocytopenia (HIT) is an antibody-mediated thrombotic disorder with potential devastating consequences. Early detection of HIT is essential for the appropriate clinical management of affected patients. Although there are several laboratory assays for diagnosing HIT, no single assay is completely satisfactory. The combination of antigen and functional assays has been reported to enhance HIT detection. The purpose of this study was to determine the sensitivity and specificity of an enzyme linked immunosorbent assay (ELISA) and a flow cytometric (FC) assay for HIT independently, and the value of combining an antigen (ELISA) and a functional (FC) assay for HIT diagnosis. From 1/02 to 1/03, we collected samples from 53 patients with suspected HIT (of which 19 had positive, 14 had equivocal and 20 had negative ELISA results) and performed a FC assay for HIT. Each patient
Cost analysis of the entire hospital care in the Taiwanese AML patients
徐會棋 游介宇 陳志丞 高志平 周永強 曾成槐 何照洪

台北榮總 血液科 輸血醫學科


The aim of this study was to analyse the treatment outcome of 106 cases with acute myeloid leukemia (AML, No.=94) and acute lymphoblastic leukemia (ALL, No.=12), who were treated in Taipei-Veterans General Hospital since the implementation of National Health Insurance Program between January 1995 and January 2002.  The median age of our patients were 45.5+18.5 years old, and 30 patients were old than 60 years old.  The complete remission rate is 63.1% (70/111).  Twenty patients have refractory disease (18%, 20/111) and 21 patients had treatment related mortality during first 30 days (18.9%, 21/111).  After achieving complete remission, 54 young patients received further intensive consolidation therapy with HiDAC chemotherapy with or without autologous or allogeneic PBSCT, 14 patients received conventional consolidation chemotherapy and 37 patients received only supportive care.  After a median follow-up of 14 months (range: 1 – 101 months), 25 patients (23.5%) remained alive and the estimated 5 years overall survival rate is 23%.   Patients treated with intensive consolidation have significantly higher 5 years survival rate than those with conventional/no chemotherapy (40% and 2.5%, respectively; p<0.0001).  The estimated 7 years overall survival rate in the patients treated with HiDAC, either alone or followed by subsequent auto-PBSCT, is higher than those treated with allo-PBSCT (50% vs. 21.3%), but without statistical significance (p=0.1164).  Further analysis showed that young age (<60 years) and good karyotype (t(8;21), t(15;17) and inv 16) had significant higher 5 year disease free survival.   We conclude that aggressive intensive post-remission therapy can cure great part of AML patients.  However, further effective chemotherapy and new strategy is still needed to cure the poor risk AML patients.   
Non-irradiated NOD/SCID-human chimeric animal model for primary human multiple myeloma- A potential in vivo culture system

(非照射之NOD/免疫不全鼷鼠與人類之嵌合動物模式應用在人類多發性骨髓瘤-一個具有潛力的生物性培養系統)

Shang-Yi Huang1, Hwei-Fang Tien1, Su-Ming Hsu 2
(黃聖懿1，田蕙芬1，許世明2)

(臺大醫院內科部1，病理部2)

The NOD/SCID human chimeric animal model was generated by implanting human fetal bones (FBs) into subcutaneous site (SC) of NOD/SCID mice (NOD/SCID-hu mice) followed by inoculation of primary bone marrow mononuclear cells (BMNCs) obtained from patients with active multiple myeloma (MM) percutaneously into the FBs. The purpose of this study was to test efficiency of the new animal model for growth and maintenance of primary human myeloma cells (MCs). The BMNCs from 30 patients with active MM were studied, and 28 (93%) of them showed evidences of tumor growth of MCs in the NOD/SCID-hu mice, which all had circulating isotypic human immunoglobulins (hIgs) of their M-proteins in mice sera, infiltration of monotypic MCs in bone marrow (BM) of FBs, and activated osteoclasts with related osteolytic lesions of FBs. Intriguingly, 17 (61%) of the 28 patients’ BMNCs inoculated developed not only myeloma in the BM of the FBs, but also extramedullary macro-tumors (EMTs) along periosteum of the FBs. The tumor cells in those EMTs had plasmacytoid morphology and preserved the same antigens and cytogenetics similar to those in the parent MCs of the patients. Not unexpectedly, in 11 (65%) of the 17 EMTs, clonal-related CD20 positive B cells were also demonstrated in addition to the plasmacytoid cells. Screening for genome of Epstein-Barr virus by polymerase chain reaction revealed positive results in only three (18%) among the 17 EMTs tested. Moreover, tiny tumor blocks from nine EMTs were transplanted into SC of subsequent recipient NOD/SCID mice without human FBs, and all but one grew up successfully. Till now, four EMTs have passed beyond the tertiary murine hosts, and two of them have been maintained in the animal model for more than 12 months, carrying similar surface antigens and cytogenetic markers as the original MCs in the patients. Accumulated changes (mutations) of the nucleotide sequences of complementarity determining region III may occur in subsequent transplanted MMs. In conclusion, the NOD/SCID-hu chimeric animal model is highly efficient for growth of primary MCs and presents clinical features of human MM, as well as can maintain MCs in the murine environment, or more specifically, chimera of murine and human environment as an in vivo culture.
Isolation and In Vitro Expansion of Mesenchymal Stem Cell From Bone Marrow of Patients With Leukemia, Myeloma, and Aplastic Anemia
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 The hematopoietic microenvironment in the bone marrow consists a heterogeneous population of hematopoietic and non-hematopoietic stromal cells, their extracellular biosynthetic products, and hematopoietic cytokines. The growth, differentiation, and survival of hematopoietic stem/progenitor cells is regulated in the hematopoietic microenvironment by the interaction of hematopoietic cells and stromal cell or matrix via adhesion molecules as well as the cytokines produced by the stromal cells. The stromal cells in the hematopoietic microenvironment include myofibroblasts, other fibroblastoid cells, endothelial cells, osteogenic precursors, adipocytes, and macrophages, and many of these cells may derived from a common precursor – the mesenchymal stem cell (MSC). It is why that the recent resurgence of interest in the MSC population may serve as a springboard for further studies of how stroma influences hematopoiesis in various hematological diseases. 

MSC was isolated and in vitro expanded successfully from bone marrow obtained from fractured patient receiving orthopedic surgery. These cells were positive for CD103 and CD166 and were negative for CD14, CD34, and CD45. The stem cell character was proved by the ability of in vitro differentiation into adipocytes, osteocytes, and chondrocytes with appropriate culture medium. The multi- differentiation potential is preserved even after 17-passage of in vitro culture. MSC can also be isolated and in vitro expanded successfully from bone marrow of patients with AML, ALL, CLL, CML, myeloma, and aplastic anemia. Different in phenotype was found in some of them and will be presented in more detail.   

Relevance of SV 40 Infection in Non-Hodgkin’s Lymphoma
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Simian virus 40 (SV40), a small double-strand DNA virus, belongs to polyomaviruses. Genomes of SV40 encode large tumor (T) antigens, which form a complex with the products of tumor suppressor genes, such as p53 and pRb, and inactivate their functions. SV40 is suspected to induce several kinds of malignant neoplasms in humans, including brain tumors, bone sarcomas, malignant methothelioma, and non-Hodgkin’s lymphomas (NHLs). The history of some SV40 infections in humans is linked to the use of SV40-contaminated polio vaccines (both inactivated (Salk) and liver attenuated (Sabin) forms) in many countries during the period 1955-1963. Because oral live attenuated polio vaccines were not used nationwide uniformly until 1966 in Taiwan, the incidence of SV40 infection in Taiwan due to polio vaccines is very low. However, some reports suggest that SV40 is transmitted among humans today, although it is not known how the virus spreads from person to person.
To determine the role of SV40 infection in the pathogenesis of NHLs in Taiwan, we examined 83 NHL samples diagnosed during the period 1984-1998, with the use of a polymerase chain reaction assay for SV40-specific large T antigen sequences. Compared with other control samples and papers published, we provided some evidence of the relevance of SV40 infection in NHLs in Taiwan. Detailed data will be presented.

Parvovirus B19 infection in patients with hematological disorders
余恒斌 李元明 游介宇 郭英調 何志堃 徐會棋

台北榮總 血液科 病毒室 醫學研究部

Human parvovirus B19 has a strong tissue-tropism for erythroid progenitor cells and is a causative agent for anemia.  However, it is still not clear whether or not patients with hematological disorders are at a higher risk B19 infection.  In this study we evaluated the prevalence of B19 infection in 278 patients with hematological disorders by indirect antibody capture enzyme-linked immunosorbent assay.  Virus inoculation was performed in serum from patients with positive IgM anti-B19, and was then analysis by nest PCR, dot blot analysis and sequence analysis.  Our data showed that the total seropositive rates of either Ig G or Ig M was 71.9%.  The seropositive rates increase significantly with age (p<0.001).  After adjustment for age, the seropositive rate was significantly higher in our patients than in the general population with standardized rate ratio of 1.56 (95% CI: 1.43 – 1.68).  No significant difference was found among different disease subgroups (p=0.311).  Nine patients (3.2%) had active B19 infection with positive IG M antibody, 4 of which are diagnosed as having idiopathic thrombocytopenic purpura (ITP).  Viremia of B19 virus can be detected in 8 out of 9 patients, including 3 patients in serum only, 3 patients in bone marrow only and 2 patients in both serum and bone marrow. We conclude that patients with hematological diseases have higher seropositive rates for B19 than normal controls and study of occult parvovirus B19 infection is recommended in patients with hematological diseases.

Hepatosplenic microabscess in Patients with Acute Leukemia

馬銘君  郭景元  王銘崇

高雄長庚紀念醫院  血液腫瘤科

The proportion of patients with hematologic malignancy who developed invasive fungal infection has increased in recent years in Chang Gung Memorial Hospital, Kaoshiung. Between Jan. 2001 and Dec. 2003, twelve patients with acute leukemia developed hepatosplenic microabscess. Ten of these patients were acute myeloid leukemia and two were acute lymphoblastic leukemia. There were 5 men and 7 women, whose age ranged from 17 to 53 years old (mean 36.4 years old). These patients had profound and prolonged netropenia after chemotherapy. Clinical manifestations included persistent fever even after recovery of myelosupression, abdominal discomfort, and markedly elevated serum alkaline phosphatase. Abdominal computed tomography scan revealed numerous microabscess of many areas, including liver, spleen, kidney, lung and paravertebral muscles. According to EORTC/MSG criteria, the diagnosis of invasive fungal infection was: proven infection in 2 patients, probable infection in 1 patients and possible infection in 9 patients. We report our experience and treatment results of twelve leukemic patients with hepatosplenic microabscess 

Hypoplastic Myelodysplastic Syndrome in Taiwan
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From April 1986 to 2002 December, 307 adult MDS patients diagnosed in our institution were reviewed.  Hypocellular MDS was defined with a cutoff value of 30% bone marrow cellularity if the patients were 60 years old or younger, or 20% if the patients were older than 60.  Hypocellular MDS patients account for 20.5% of the whole group.  The hypocellular MDS patients had more severe neutropenia.  Forty-three (68.3%) of them were diagnosed as refractory anemia according to French-American-British (FAB) classification, compared with 80 (32.8%) in the hyper-/ normocellular group (p=0.03).  Other clinical and laboratory parameters were not significantly different between the two groups.  Initial cytogenetic abnormalities were found in 41 % of the hypocellular and 43 % of the hyper-/normocellular MDS patients studied.  Monosomy 7, alone or accompanied with other chromosome aberrations, occurred exclusively in the hyper-/normocellular MDS group (p =0.04).  The incidence of cytogenetic evolution was not statistically different between the two groups.  Transformation into acute myelogenous leukemia was documented for 3 and 52 patients in the hypocellular and hyper-/normocellular MDS groups, respectively (p=0.03).  The median survival was 49 months for hypocellular MDS group and 28 months for hyper-/normocellular MDS group (p=0.50), and the main causes of death in both groups were infection and bleeding.  When stratified by the International Prognostic Scoring System (IPSS), hypocellular MDS patients in the low/intermediate-1 risk group had a median survival of 80 months, compared with 12 months for those in the intermediate-2/high risk group (p=0.01).  Our observation suggested that hypocellular MDS had lower incidence of monosomy 7 and leukemic transformation.  IPSS may offer better prognostic value than the FAB classification for such patients.

Clinicopathological Study of Bone Marrow Monocytic Nodules in 21 Patients with Myelodysplasia
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Bone marrow monocytic nodules is a rare but distinct finding in patients with myelodysplasia. We conducted a retrospective clinicopathologic study in 21 patients with myelodysplasia who had this unusual monocytic nodules in bone marrow from 1990 to 2002. The bone marrow monocytic nodules could be present in various myeloid disorders with myelodysplasia including 8 chronic myelomonocytic leukemia (CMML), 4 acute myeloid leukemia (AML), 4 myelodysplastic/ myeloproliferative diseases, 5 myelodysplastic syndromes (4 refractory cytopenia with multilineage dysplasia and 1 refractory anemia with excess type 2 blasts). The monocytic nodules, predominantly composed of monocytes with CD68+ immunostaining, had low or no expression of Ki-67 and topoisomerase Ⅱα. It appeared to persist even after aggressive chemotherapy including high dose chemotherapy for allogeneic bone marrow transplantation. One patient, who failed in various treatments, seemed to maintain a fairly stable clinical course after imatinab therapy despite worsening bone marrow infiltration by these nodules. The median survival of 20 patients with follow up was 9.75 months. Our study established that the monocytic nodules can be present in myelodysplastic syndromes, CMML and acute myeloid leukemia. CMML was the most commonly associated disease. The monocytic nodules was composed of cells in the low proliferative state and resistant to intensive chemotherapy. Other therapeutic strategy should be pursued for these patients. 

The Experience of Treatment of Peripheral T-Cell Lymphoma at KFSYSCC

和信醫院治療T細胞惡性淋巴瘤的經驗
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In the past seven years, we have treated 41 patients of peripheral T cell lymphoma at our institute. According to the histophologic classification, there are 10 patients （24.4%）of unspecified peripheral T-cell lymphoma, 16(39%) of NK/T cell lymphoma, 5(12.2%) of angioimmunoblastic lymphoma, 2(4.9%) of panniculitis type peripheral T-cell lymphoma, 6（14.7%）of enteropathy T-cell lymphoma, 1 (2.45%) of primary cutaneous anaplastic large cell lymphoma, and 1(2.45%) of T gamma/delta lymphoma. These patients underwent chemotherapy or combined chemoradiotherapy at our institute. We will present the outcome of these patients.

The Therapeutic Effect of Rituximab plus Ifosfamide, Carboplatin, and Etoposide (RICE) for Relapsed B-cell non-Hodgkin’s lymphoma
戴明燊 高偉堯 趙祖怡
三軍總醫院 血液腫瘤科

Purpose: To evaluate the efficacy and tolerability of a chemotherapy regimen consisting of rituximab, ifosfamide, carboplatin and etoposide (RICE) for relapsed non-Hodgkin’s lymphoma (NHL) especially the aged patients.
Methods: Twelve patients with NHL (10 relapsed, 1 primary refractory and 1 transformed from Hodgkin’s disease) were treated from August 2002 to January 2004 with RICE regimen as salvage therapy in the Tri-Service General Hospital. The RICE regimen consisted of rituximab (375 mg/m2, intravenously [i.v.], day 1), ifosfamide (5 gm/m2, i.v., given over 24 hours on day 3) mixed with an equal dose of mesna, carboplatin (AUC 5, maximal dose 800 mg, i.v., day 3), etoposide (100mg/m2, i.v., day 2 to day 4) 
Results: These patients underwent 2~7 cycles (median 4 cycles) of RICE chemotherapy and the responses could be assessed in 11 patients. A complete response was achieved in 5 patients (41.7%) and a partial response in 3 patients (25%), and the overall response rate was 66.7%. Four patient experienced disease progression.  The duration of response ranged from 3 to 14 months (median 8.5 months). The overall survival time ranged from 1.5 to 15 months, with a median survival period of 9 months. The most common side effects were hematologic toxicities.   
Conclusion: Salvage chemotherapy with RICE is an effective regimen for relapsed NHL.

Thalidomide alone or combination with Interferon alpha in the treatment of refractory multiple myeloma: Preliminary Results of a multi-center phase II study
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Background: Both thalidomide and interferon alpha are known to have activity in multiple myeloma and there is potential for a synergistic effect with the combination. We conducted a randomized phase II study to evaluate the individually efficacy and toxicity of thalidomide alone and combined with interferon alpha, and also compared the difference between the two groups.
Patients and Methods: Patients with refractory multiple myeloma (MM) were randomized to receive either thalidomide alone (200 mg/day, up to the maximum dose, 800 mg/day) or the combination of interferon alpha (3 mIU/m2 subcutaneous injection 3 times a week).
Results: From March 2001 to September 2003, 27 heavily pretreated MM patients were included in this study (11 patients received thalidomide alone and 16 patients received thalidomide plus interferon alpha). A 25% myeloma protein reduction was obtained in 5 of the 11 patients (45.5%) treated with thalidomide alone and 3 of the 16 patients (18.8%) treated with thalidomide plus interferon alpha. The median time to event was 238 days with thalidomide alone and 45 days with thalidomide and interferon alpha (log-rank test, p=0.0204). On average, the treatment duration was significant longer in thalidomide alone than combination with interferon (250 days vs. 101 days, p=0.02). The major toxicities in both groups consisted of neutropenia, anemia, thrombocytopenia, constipation, somnolence and skin rash. 
Conclusion: Our study confirmed thalidomide alone was effective in patients with refractory multiple myeloma. The combination with interferon alpha resulted in a low frequency of response, shorter treatment duration and 25% patient refusing rate, suggested that the combination regimen was not well tolerated and needed to be modified in further studies.
專題演講

Role of NADPH oxidase in arsenic-induced reactive oxygen species formation and cytotoxicity in myeloid leukemia cells
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Arsenic has played a key medicinal role against a variety of ailments for several millennia, but during the past century its prominence has been displaced by modern therapeutics and diminished by the recognition of its role in cancer development.  Recently, attention has been drawn to arsenic by its dramatic clinical efficacy against acute promyelocytic leukemia.  Although toxic reactive oxygen species (ROS) induced in cancer cells exposed to arsenic could mediate cancer cell death, how arsenic induces ROS remains undefined.  In this report, we demonstrate that NADPH oxidase, an enzyme complex required for the normal anti-bacterial function of white blood cells, is the main target of arsenic-induced ROS production.  Because NADPH oxidase enzyme activity can also be stimulated by phorbol myristate acetate (PMA), a synergism between arsenic and the clinically used PMA analog, bryostatin 1, through enhanced ROS production can be expected.  We show that this synergism exists, and that the use of very low doses of both arsenic and bryostatin 1 can effectively kill leukemic cells.  Our findings pinpoint the arsenic target of ROS production and provide a conceptual basis for a new anti-cancer regimen.

會員演講
Heterogeneous Patterns of FLT3 Asp835 Mutations in Relapsed de novo Acute Myeloid Leukemia: A Comparative Analysis of 120 Paired Diagnostic and Relapse Bone Marrow Samples

林棟樑  施麗雲  黃千芳  吳金和  王博南  鄧波  郭明宗  湯崇志
長庚紀念醫院 血液腫瘤科
Purpose: We analyzed Asp835 mutations of FLT3 on paired marrow samples at diagnosis and relapse from 120 adult patients with de novo acute myeloid leukemia (AML) to determine the role of FLT3 Asp835 mutation in the relapse of AML. 

Experimental Design: Asp835 mutation was analyzed by DNA PCR amplification of exon 20 of FLT3 gene followed by EcoRV digestion. All the mutations were confirmed by sequence analysis. Mutant to wild-type allelic ratio was determined by Genescan analysis. The Expand Long Template PCR System was used to determine the allelic location of internal tandem duplication (ITD) of FLT3 and Asp835 mutations.

Results: Thirteen patients had Asp835 mutations at diagnosis, of them 8 lost the mutations at relapse, whereas 6 acquired it at relapse. All of the 5 patients carrying Asp835 mutations at diagnosis relapsed with the identical mutation types. Five samples harbored both FLT3/ITD and Asp835 mutations that were found on different alleles by cloning analysis in the 3 patients studied. There were no differences in WBC count, FAB subtype, percentage of marrow or circulating blasts between patients with and without Asp835 mutations, whereas the difference in the prevalence of Asp835 mutations among cytogenetic/molecular subgroups was statistically significant (P=0.025). 

Conclusions: The present study showed that patients with AML had heterogeneous patterns of FLT3 Asp835 mutations, either acquisition or loss of the mutations at relapse. Asp835 mutant clone may develop as a secondary event in a subset of patients with AML.

Acquisition of FLT3/TKD or N-ras mutations may be associated with progression of myelodysplastic syndrome to acute myeloid leukemia but has no prognostic impact
施麗雲  郭明宗  黃千芳  王博南  吳金和  林棟樑  鄧波

林口長庚醫院血液腫瘤科
The role of point mutations at tyrosine kinase domain of FLT3 (FLT3/TKD) and N-ras mutations in the transformation of myelodysplastic syndrome (MDS) to AML was investigated in 70 MDS patients who later progressed to AML; all had paired

marrow samples at diagnosis of MDS and AML available for comparative analysis. One patient had FLT3/TKD mutation (D835Y) at both MDS and AML stages. Additional three acquired FLT3/TKD (one each with D835 H, D835F and I836S) at AML transformation. Five of the 70 matched samples had N-ras mutations at diagnosis of

MDS compared to 15 at AML transformation (P<0.001), one lost and 11 gained N-ras mutations at AML progression. Coexistence of FLT3/TKD and N-ras mutations was found in two samples at AML transformation. Our results showed that 5% of MDS patients acquired activating point mutations of FLT3 and 17% acquired N-ras mutations during AML evolution; N-ras mutations had no prognostic impact either at the MDS or AML stage.

Multiplex Quantitative RT-PCR of WT1 for Therapeutic Monitor of Minimal Residual Disease in Acute Myeloid Leukemia

林世強，唐季祿，姚明，柯博升，李典錕，黃聖懿，蔡偉，陳耀昌，田蕙芬

Shih-Chiang Lin, Jih-Luh Tang, Ming Yao, Bo-Sheng Ko, Dian-Kun Li, Shang-Yi Huang, Woei Tsay, Yao-Chang Chen, Hwei-Fang Tien

台大醫院 內科部 血液腫瘤科

Background: Wilms’ tumor (WT1) gene was overexpressed in 60-80% of acute leukemia and can be a useful molecular marker for monitoring of minimal residual disease (MRD). 

Methods: In a retrospective study between Jan. 2000 and Apr. 2003, WT1 expression level in 84 adult AML at diagnosis was performed by a novel one-step multiplex quantitative real time reverse transcriptase polymerase chain reaction (Q-RT-PCR) technique. WT1 overexpression was defined as ≧ 1% expression level of K562 cell line. 

Results: Normal samples collected from 3 BMT and 11 PBSCT donors contained very low or undetectable levels of WT1, suggesting that normal stem cells expressed very low level of WT1. WT1 overexpression was detected in 65/84 (77%) AML and 5/7 (71%) ALL and were eligible for MRD monitoring. There was no association of WT1 expression level with sex, age, initial WBC counts, CD34%, blast%, and cytogenetics. WT1 overexpression occurred frequently in most FAB subtypes except for M5 subtype. In 5 AML patients with both t(8;21) and WT1 overexpression, MRD level was estimated by AML1-ETO RQ-PCR and WT1 RQ-PCR assays respectively and there was good linear correlation (r2=0.769, N=35). In some cases, WT1 level was useful in differential diagnosis of early relapse. False negative results may be encountered in poor quality samples and should be interpreted cautiously. Serial follow-up of WT1 kinetics in 52 patients showed that WT1-MRD level > 10-3 was associated with leukemic relapse. By contrast, relapse occurred in some patients who initially achieved molecular remission.

Conclusions: WT1 RQ-PCR assay is potentially useful molecular marker for MRD monitoring in AML patients. Whether WT1 level after induction and consolidation therapy is correlated with relapse risk and clinical outcome deserves further study.

The predictive value of HOX gene expression in acute myeloid leukemia

馮盈勳/李揚成/賴邦育/顏家瑞/黃文聰/陳彩雲/蘇五洲/曹朝榮

成大醫院 血液腫瘤科

Division of Hematology and Oncology

National Cheng-Kung University Hospital

Background.  Dysregulation of homeobox (HOX) containing genes is becoming increasingly recognized as the underlying basis of many hematologic malignancies. Expression of clustered HOX genes within hematopoietic system, and enforced overexpression and knockout studies have provided support for the concept that these homeodomain-containing transcription factors play a significant role in developmental biology of hematopoietic cells. However the clinical implication of HOX gene expression is not well defined in acute myeloid leukemia (AML). 
Methods. In this study, 81 diagnosed patients with AML in single medical institute were included for prognostic significances. Bone marrow samples were obtained at initial diagnosis of AML. By genomic polymerase chain reaction amplification and gel electrophoresis, the presence of FLT3 gene mutation, internal tandem duplication or D835, was detected. We measured the values of HOX gene expression, including HOXA7, HOXA9 and HOXA10. 

Result. AML cases with up-regulation of HOXA10 had a better result in disease free survival at two years (P=0.07) and overall survival (P=0.009). The prognostic implications of mutated FLT3 gene, HOXA9 and HOXA7 did not reach significance statistically. 

Conclusion. Up-regulation of HOXA10 might deserve to investigate as a molecular marker to predict the prognosis of patients with AML. More AML patients are required to reproduce this result. 

Deletion of derivative chromosomes 9 and 22 by interphase fluorescence in situ hybridization (FISH) in chronic myeloid leukemia patients: clinical implications

在慢性骨髓性白血病病人的染色體間期螢光原位雜交決定第9對及第22對衍生染色體的缺失:臨床意義的分析

蔡育傑1, 劉嘉雯2, 劉敏枝2, 李玢玉2, 姚明3, 唐季祿3, 蔡偉3, 陳耀昌3, 王秋華3, 沈銘鏡3, 田蕙芬3

YC Tsai 1, CW Liu2, MC Liu2, FY Lee2, M Yao3, JL Tang3, W Tsai3, YC Chen3, CH Wang3, MC Shen3, HF Tien3
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Background  Interphase fluorescence in situ hybridization (iFISH) is widely used for the identification of BCR/ABL gene fusion in chronic myeloid leukemia (CML). Recently, deletions of the reciprocal translocation products, derivative chromosomes 9 and 22, have been detected in about 15% of patients with CML and implicate a poor prognosis. In this study, we analyzed BCR/ABL gene rearrangements by iFISH in a series of 100 chronic myeloid leukemia patients and tried to explore the clinical implications.

Methods  Bone marrow specimens from 100 CML patients, 95 with standard t(9;22) (q34,q11), 4 with variant forms of translocation and 1 with no Philadelphia chromosome by conventional cytogenetic study but with BCR/ABL fusion gene, were examined with LSI BCR/ABL dual color, dual fusion translocation probes. The survival data were analyzed with Kaplan-Meier method and log rank test.
Results  Twelve out of the 100 CML patients had ABL gene deletion, 17 had BCR gene deletion and 10 had both. The mean follow-up period was 79.6 months. Thr patients were treated with hydroxyurea and α-interferon. Thirty four patients underwent allogeneic hematopoietic cell transplantation, and they were censored on the transplantation day in the survival analysis. The median survival time of patients with ABL gene deletion was 40.0 months, compared with 59.3 months for those without deletion. As for patients with BCR gene deletion, the median survival time was 40.0 months versus 57.9 without deletion. 

Conclusions  In our study, CML patients with deletion of ABL or BCR gene carried worse prognosis than those without deletion. More aggressive treatment is indicated for these patients.
癌症患者心理及靈性健康促進

三軍總醫院骨髓移植病房副護理長 孫懿英

    當醫師告知患者罹患癌症時，病患內心一定非常震驚、擔心、害怕、悲傷….，接著病患可能會接受手術、化學治療或放射治療甚至是骨髓或幹細胞移植等等，大多數的患者都會很認真的去接受這一連串的治療，希望藉此能重獲健康。然而，除了配合醫師的治療之外，對於患者本身而言在身體、心理及靈性上有好多可以努力的空間，藉著自己對健康的努力，更增加了治癒癌症以及避免癌症復發、轉移的機會！

一個人的健康是源自於良好的生活習慣、生活環境、充足的運動、睡眠、營養均衡的飲食、心靈上的平安等等，也就是身體、心理、靈性這三方面都必須處於一個調和的狀態，當任何一方面發生了不平衡的現象都會導致我們的免疫系統功能下降；導致讓身體的一些不正常的細胞有機會生長壯大。醫護人員常常因為忙碌而疏忽了病患心理及靈性問題，有鑑於此，特別提醒醫護同仁能正視此問題，期望能提供癌症患者身心靈整體性的周全照顧。
骨髓移植病患在人際關係方面的需求

台大醫院骨髓移植病房護理員 黃培菁

本文是整理有關骨髓移植病人在人際關係上需求的文獻。文獻中針對人際關係中Inclusion、affection、control的l研究。文獻中利用問卷為工具，收集23位BMT的病人的結果。結果指出:在Condition期間control的需求是三種需求中最頻繁。在transplant期、較需要的是affection、control。在discharge preparation

期間，主要是Inclusion、affection的需求。並運用此文獻資料評估台大骨髓移植病房的病患在人際關係上的需求。
以治療性遊戲照顧一位骨髓移植之學齡前期女童的護理經驗

台北榮民總醫院護士 吳宜萃

    本文是照顧一位患有急性骨髓性白血病的學齡前期女童在面臨生命威脅的骨髓移植時，筆者有感於個案強烈的身心壓力，因個案不僅必須承受致死劑量的化學治療和骨髓移植治療所帶來的生理疼痛，更必須接受與父母隔離的殘酷現實，以及因病房特異性引發環境上不同於普通病房的諸多限制及困難，所造成種種行為及情緒上的改變，筆者經由參與觀察的方式收集資料後，發現個案出現了潛在危險性感染、疼痛、恐懼，以及分離焦慮等護理問題，故以治療性遊戲觀念為基礎，制定護理措施，成功疏導個案的壓力及焦慮，其哭泣、吵鬧、拒絕治療等退行性行為，於治療之中、後期已不再出現，故筆者於此次寶貴的護理經驗中深刻地體認到，如護理人員可以適切且成功地發揮護理專業，運用治療性遊戲，將有助於幼童緩解所面臨的壓力情境，提供一個正向的住院醫療環境。

骨髓移植期間採用觸摸治療的成效
Outcomes of touch therapies during bone marrow transplant
三軍總醫院骨髓移植病房護理師 陳俊宇

觸摸是治癒的自然和必要的工具。由於公眾的需求，非傳統治療正在進入主流醫療之內被整合。按摩和治療性觸摸的特別治療方式已經被非傳統治療的醫師和研究人員所注意。面對隔離、生命受威脅，骨髓移植的人需要更多的舒適、關懷和接觸。按摩和治療性觸摸能達到這一個目的，而且可能在結果上得到一個有效的治癒。
這一項研究理論上的架構以Rogers和Watson的理論為基礎。人是連續的能源磁場，和環境的能源磁場的相互作用。那關心經過觸摸治療被表達而促使磁場改變。這些磁場的改變可能被經歷並且反映在治癒的成效方面。而其研究目的在研究治療性觸摸和按摩治療在骨髓移植期間對移植結果、併發症及治療的利益成效。這項研究使用了隨機的臨床實驗設計。三個組別被建立：按摩治療（MT）組、治療性觸摸（TT）組、以及控制組─友善地探視（FV）。這一項研究收案的對象是在 18 到 70 歲的成人，他們接受自體或異體骨髓移植，而且必須經由護理人員評估其執行按摩治療的安全性，而決定他們要分在哪一組。 且依照規定按摩不得用於惡性腫瘤、開放性傷口、血栓性靜脈炎、傳染性組織及在抑制凝血的治療期間。這個計劃共收案88人，MT組27人、TT組31人、VF組30人，每個組別中自體移植佔75%，異體移植佔25%，每個人皆從化學治療開始即開始收案，直至移稙計劃結束為止。研究的對象反映了在 BMT 單位上的患者的人口。大約 75% 的參加者是女人，大約 90% 是白色的，而且他們的平均的年齡是40。 三分之至少二的對象是已婚的，而且40%－50%的有一個學士程度。大部分正在為乳癌或淋巴瘤接受 BMT，因為白血病接受異體移植的較少。在研究結果中發現三個組別中，對移植的時間並沒有影響；平均移植天數TT為14天，MT15.5天，而VF為15.9天。而骨髓移植的併發症方面，只有在神經學症狀有所影響；各併發症平均數TT為1.49，MT為1.42，而VF為1.53，從統計上來看並沒有不同(F=.84; P=.43)；神經症狀的平均數TT為1.31，MT為0.49，VF為1.61，神經症狀的併發症上顯得較有意義(F=4.02,P=.022);統計上來看，MT及VF二組間有差異(P=.031)。而面對治療利益有明顯的差異(F=13.45,P=.000; F=7.03,P=.003)。TT和VF之間(P=.007)及MT和VF之間(P=.000)，就治療利益來說是有差異的。就結果來說，沒有證據顯示這些治療傷害患者； 相反地，這些措施提高了患者的滿足。附加地，患者的被收到的利益的評分等級對保證治療性觸摸和按摩治療的整合進常規患者照料之內是充足的。確定地，減少神經學的併發症的發現建議按摩可能在 BMT 期間是有益的。按摩治療可能在改變方面是有效的那心理學的和在骨髓移植期間與化學療法有關的神經學的併發症。按摩和治療性的觸覺提供安慰給歷經這個挑戰性的過程的患者。

兒童接受造血幹細胞移植術前之衛教

臺大醫院骨髓移植病房  張喬芳護理師
接受造血幹細胞移植的病童，基於保護性隔離及感染控制之考量，必須與主要照顧者分離，獨自進入無菌室生活直到血球回升至正常範圍。然而醫院的隔離環境會增加住院引起的壓力源，兒童很難瞭解被隔離的原因，也不瞭解細菌和疾病的因果關係，需要資訊以減輕幻想或錯誤的解釋（章，1998）。在這方面護理人員若能夠根據兒童認知發展狀況，透過有效的溝通技巧，給予適當的衛教來協助適應，以降低病童的無助感，增加自我控制感及配合度，將可促進病童身、心、靈良好的照護（Ross & Ross,1984）。因此我們製作了一本兒童造血幹細胞移植衛教之衛教畫冊，以畫冊之圖片內容以說故事方式來向病童解釋說明移植期間無菌室生活照顧的狀況，期望能讓病童瞭解整個移植之治療過程及生活情形以減輕其造血幹細胞移植期間的焦慮，增加其對治療的配合度，提昇治療成功率及護理照顧的品質。

多源混合臍帶血移植之介紹

台北榮民總醫院骨髓移植病房護士  林妙玉

早在1974年Knudtzon證實了臍帶血中含有血球的原始細胞後，1988年Gluckman更成功的為一名先天性再生不良性貧血的兒童實行了首例臍帶血造血幹細胞移植。從此長久以來一直被當成廢棄物丟掉的胎盤和臍帶在人類醫學應用上有了全新的評價，也造就了臍帶血的收集及利用快速的成長。資料中顯示臍帶血移植應用於成人惡性疾病的治療上只有占全部臍帶血移植病例的1/4不到，理由是單一臍帶血量少，不足以應付成人移植的需求，因此多源混合臍帶血移植也就是混合兩個不同新生兒的臍帶血，以增加臍帶血內的造血幹細胞數量，來克服血量不足的障礙，而將臍帶血移植廣泛應用到成人病患身上。

台北榮民總醫院骨髓移植中心於民國92年11月及93年2月共有二位病患接受多源臍帶血移植，後續復原情形正密切追蹤中，願以此經驗與大家一起分享！

Hematopoietic Stem Cell Transplantation in NTUH, 1983-2003
唐季祿 姚明 盧孟佑1 黃聖懿 柯博升 林東燦1  林凱信1 王秋華 陳耀昌 骨髓移植病房
Jih-Luh Tang, Ming Yao, Meng-Yao Lu1,  Shang-Yi Huang, Bo-Sheng Ko, Dong-Tsamn Lin1, Kai-Hsin Lin1, Chiu-Hwa Wang, Yao-Chang Chen

台大醫院    內科部 小兒部1

Between Nov 1983 and Dec 2003, we have performed a total of 785 stem cell transplant (SCT) in NTUH, including 443 allo-BMT, 38 auto-BMT, 140 allo-PBSCT, 154 auto-PBSCT, and 9 cord blood (CBT). The number of SCT increased rapidly since 1992 and there were > 60 SCT/year since 1998. The primary diseases include the following: AML (209 cases), ALL (132), CML (114), MDS (22), SAA (57), lymphoma (135), solid tumor (63), Thalassemia (31), and other hereditary diseases (22). The overall survival and disease-free survival were 55% and 50% respectively at a median follow-up of 69 months (3-240 months). 70 patients have survived > 10 years. The major causes of mortality include relapse, IP, infection, and GVHD. Recent progress included:

1) Molecular monitoring of minimal residual leukemia by real-time quantitative RT-PCR was applied successfully in CML and AML after SCT. 

2) Monitoring of HBV-DNA and CMV antigenemia assay also facilitated in early detection of HBV and CMV reactivation/infection and guided preemptive antiviral therapy in high risk patients. 

3) Use of FK-506, ATG and/or MMF were effectively in preventing and controlling GVHD after unrelated donor BMT, CBT and HLA-mismatched SCT, thus extended the donor availability greatly. However, graft impairment, infection and GVHD remained important complications. 

4) Quality-adjusted survival and related health profile was significantly inferior in long-term survivors after allo-PBSCT than after BMT.

5) Use of in vivo (by anti-CD20) and in vitro (by CD34+ stem cell selection) purging strategies to decrease relapse after auto-SCT in high-risk lymphoma.

Non-myeloablative transplant in multiple myeloma patients – experience of single institute

 
廖裕民
沈盈君
葉士芃
邱昌芳
中國醫藥大學附設醫院血液腫瘤科
 

Multiple myelma, a malignancy of plasma cell, poorly responded to conventional chemotherapy with less than 5% complete remission rate. High dose chemotherapy with autogeneic/allogeneic stem cell transplant has been increasingly used to improve response rate and complete remission rate. And previous studies reported donor lymphocyte infusion lead to induce remission after allogeneic transplant relapse. Durable remission was contributed to graft-versus-host-myeloma effect. However, most of those myeloma patients cannot receive the conventional transplant because of advanced age and comorbid condition. Conditioning with non-myeloablative dose melphalan followed by allogeneic transplant lead to induce excellent disease control. We will present our experience of treating refractory or newly diagnosed and young myeloma patients with low intensity melphalan-based conditioning therapy followed by allogeneic stem cell. Those patients obtained stable and durable engraftment. 
Treatment with imatinib mesylate followed by allogeneic hematopoietic stem cell transplantation in patients with chronic myeloid leukemia

劉益昌  曾士賓  蔡慧珍  蕭惠樺  劉大智  陳田柏  林勝豐

高雄醫學大學  血液腫瘤內科
Imatinib mesylate (Glivec) is a selective inhibitor of bcr-abl tyrosine kinase, the central role of leukemogenesis for chronic myeloid leukemia, and is proven to have marked hematologic and cytogenetic response especially in chronic phase. However, the response rate in accelerating phase and blast crisis decrease, the long term prognosis of imatinib is still unknown, and the mechanisms for resistance are still under investigation now. Allogeneic hematopoietic stem cell transplantation is known the only chance of cure in CML, but the decision making for proper management is still controversial in post-imatinib era. The outcome and influence of imatinib to transplantation is still under investigation. There was reported that treatment with imatinib for advanced stage of disease allowed transplantation in a more favorable disease status or maintaining remission until transplantation was feasible. Peripheral blood stem cell mobilization under imatinib medication is safe and feasible in several studies. Here we reported three CML cases receiving imatinib followed by allogeneic stem cell transplantation. Imatinib was prescribed due to interferon intolerance in one case, AP in another and BC in the other. Before SCT, two patients achieved complete hematologic remission, and one of them achieved molecular remission with imatinib for 4 months, the other patient developed grade IV leukopenia and thrombocytopenia 2 months after imatinib. SCT with HLA-identical sibling donors were performed in two patients, and matched unrelated donor in the other. After average follow up for 8 months, all patients are survival with complete cytogenetic response and molecular response. Transfusion requirement and days for neutrophil and platelet engraftment are similar with non-imatinib pretreatment patients, except one MUD patient who developed delayed engraftment. Grade II acute GVHD developed in two patients with proper medication control. Although limited cases and short follow-up period, imatinib treatment followed by allogeneic hematopoietic stem cell transplantation may be feasible for severe side effects and advanced stage of disease.

DECP(dexamethasone, etoposide, cyclophosphamide, cisplatin)-an useful regimen for mobilizing stem cells and salvage treatment in myeloma patients
李典錕 黃聖懿 柯博升 姚明 唐季祿 蔡偉 田蕙芬

台大醫院 血液腫瘤科

Multiple myeloma (MM) is an incurable plasma cell malignancy, and the median survival is only 3 years. High-dose chemotherapy with stem cell support was known to extend event-free and overall survival, however it is limited to the patients under the age of 65. The treatment opinion for those relapsed and/or refractory patients is limited and always ineffective. 

DECP (dexamethasone, etoposide, cyclophosphamide, and cisplatin) has been reported to be an effective regimen in peripheral blood stem cell (PBSC) mobilization and in relapsed and/or refractory MM patients. From March 2002 to Dec 2003, we enrolled totally 23 patients to received DECP; 15 of the 23 patients for PBSC mobilization and another 8 patients for salvage chemotherapy. The 15 patients received DECP as the mobilization regimen according to the following schedule: dexamethasone 40 mg/day i.v.f. for 4 days; cyclophosphamide 400mg/m2/day continuous i.v.f. for 4 days; etoposide 40mg/m2/day continuous i.v.f.for 4 days; and cisplatin 10 mg/day continuous i.v.f. for 4 days; G-CSF (5μg/kg/day) was given since D7. 8 patients had successful PBSC mobilization (CD34+ cells > 2×106/kgBW). 6 patients collected CD34+ cells > 2×106/kgBW in one apheresis. The median number of collected CD34+ cells is 6.95×106/kgBW (range 2.29-17.84). Two patients who had failed PBSC mobilization with DECP also failed with high-dose Cyclophosphamide mobilization later. 10 patients had grade 4 neutropenia and 6 patients had febrile neutropenia. There was only one fatal case. He died due to brain microabscesses.    8 patients received DECP as salvage chemotherapy. 4 patients had response (PR+MR), but which were not durable. There was no treatment-related mortality.

In conclusion, DECP is a useful regimen of multiple myeloma patients for PBSC mobilization. For the relapsed and/or refractory patients, DECP is a effective chemotherapy regimen.

1992-2002 Surveillance of Nosocomial Infections in BMT and Hematologic Wards, NTUH

邱愉心，唐季祿，陳宜君，姚明，盧孟佑1，林東燦1，林凱信1，黃聖懿，
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Yu-Shin Chiu, Jih-Luh Tang, Yee-Chun Chen, Ming Yao, Meng-Yao Lu1, Dong-Tsamn Lin1, Kai-Hsin Lin1, Shang-Yi Huang, Bor-Sheng Ko, Yao-Chang Chen, Hwei-Fang Tien, and Infection Control Unit

台大醫院  內科部 小兒部 1
In order to identify overall and site-specific nosocomial infection rates in patients with hematologic malignancy, a retrospective survey in BMT wards and hematologic wards was investigated between the periods 1992 to 2002.

   The 6-bed BMT ward, facilitated with HEPA filter, was opened since 1992 and a total of 629 patients had received HSCT till the end of 2002. All patients received prophylactic antibiotics including baktar, quinolone, and fluconazole. Some patients also took vancomycin or ganciclovir/acyclovir. IVIG was only routinely given to pediatric patients. The overall documented rate of nosocomial infection was 28.8% (N= 181). The common infection site was bacteremia in 12.2% (N=77) of patients and the majority was streptococcus species. Pneumonia was the second common infection in 4.8% (N=30). All in all, spectrum of pathogens of nosocomial infection in order of the sum was gram-positive (60%), gram-negative (34.4%), as well as fungus (13.2%). The main pathogens were Streptococcus species, Staphylococcus species, Candida albicans, and Escherichia coli, respectively.

   In hematologic ward, the average incidence of nosocomial infection was 34% in a total of 5358 discharged patients at the same period and most of them occurred during their neutropenic stages. Most of these patients did not take prophylactic antibiotics. The common infection site was still bacteremia (20.8%, N=1112), caused by Escherichia coli and Klebsiella pneumoniae, and pneumonia (4.0%, N=212). However, spectrum of pathogens was changed to gram-negative (55.1%), gram-positive (28.0%), and fungus (13.2%). The main pathogens became to Escherichia coli, Klebsiella species, Staphylococcus species, and Staphylococcus aureus.   

In conclusion, patients admitted to hematology ward had higher risk of nosocomial infection and different pattern of bacterial spectrum than HSCT patients in BMT wards. Environment factor and policy of antimicrobial prophylaxis may have contributed to this difference.

Fatal fulminant hepatitis B after withdrawal of lamivudine as prophylaxis against hepatitis B reactivation in patients who undergo hematopoietic stem cell transplantation
Peng-Chan Lin, Liang-Tsai Hsiao, Jin-Hwang Liu, Chueh-Chuan Yen, Wei-Shu Wang, Frank S. Fan, Tzeon-Jye Chiou, Po-Min Chen
林鵬展  蕭樑材  劉俊煌  顏厥全  王緯書  樊聖  邱宗傑  陳博明

台北榮民總醫院內科部腫瘤科

Hepatitis B virus(HBV) reactivation can give rise to acute hepatitis and even fatal fulminant hepatitis in  patients receiving immunosuppressive or cytostatic treatment.  Recently, Prophylactic use of  lamivudine for HBV reactivation in chronic hepatitis B virus surface antigen (HbsAg)-postive patients who undergo hematopoetic stem cell transplantation(HSCT) has been reported. But when  can prophlactic lamivudine be discontinued ? It still remains a question. Here, We reported two cases of  fatal fulminant hepatitis B reactivation in  patients post HSCT after lamivudine withdrawal. One patient , non-Hodgkin’s lymphoma, she completed the total course of chemotherapy and autologous peripheral blood stem cell transplantion(PBSCT). Lamivudine was discontinued for 11 weeks after transplantation. The other patient, acute myeloid leukemia, he received the chemotherapy and allogenic PBSCT. Lamivudine was discontinued for 24 weeks after transplantation. About 2.5 months later, Hepatitis B reactivation leads to fatal fulminant hepatitis

Risk factors for CMV antigenemia in adult patients undergoing allogeneic stem cell transplantation

林璟宏1徐思淳1 姚明1 羅碧燕2吳玉珍2黃聖懿1 高全良2陳耀昌1 唐季祿1
1台大醫院內科部血液腫瘤科  2台大醫院檢驗醫學部

    From Dec 1999 to April 2003, reactivation of CMV after allogeneic stem cell transplantation (all0-SCT) was prospectively generally monitored by CMV pp65 antigenemia assay since the start of conditioning till day 100 in 121 adult patients. CMV antigenemia, defined as ≧ 20 positive results (positive cells per 2×105 PBL or ≧3 positive cell in two consecutive tests, weekly from day 21  at National Taiwan University Hospital).

was documented in 6359 patients (52.149.8%) at a median onset of 37 days (range 3-188) and only 2 events occurred after day 100. The estimated probability was 49±4.6% before day 100 and 50±4.6% before 6 months. By univariate analysis, Multivariate analysis shows that patients with non HLA-identical sibling donor (85% vs 40%, P<0.0001). , acute GVHD grade II-IV (84% vs 33% , P<0.0001), steroid usage after SCT (82% vs 33%, p < 0.0001), and using ATG (90% vs 35%, P<0.0001) have were risk factors associated with higher risk for CMV antigenemia. ATG and GVHD grade 2-4 were independent risk factors by Cox regression multicariate analysis. Detection of CMV antigenemia was associated with poorer survival at 6-month (51% vs 85%) and at one-year (32% vs 71%, p<0.0001). This survival difference was observed in standard-intermediate risk group but not in high-risk patients. Patients with low titer of CMV antigenemia titer Four patients with CMV antigenemia had spontaneously disappearance of CMV antigenemia by tapering of immunosuppressants without anti-viral therapy and none of them developed CMV disease.and eligible for pre -emptive therapy did not receive antiviral drug because of relatively stable condition. All of the four patients had spontaneous disappearance of CMV antigenemia and three of them are still alive. 

From these results, CMV pp65 antigenemia assay is a rapid and useful method in early detection of CMV reactivation after allo-SCT. Pre-emptive antiviral therapy shuld be given in high risk patients with non HLA-identical sibling donors , GVHD (grade II-IV) and using ATG usage.

Pulmonary Function Changes Following Nonmyeloablative Allogeneic Hematopoietic Stem Cell Transplantation In Chronic Myeloid Leukemia

李明陽 林鵬展 傅雪美 鄧豪偉 白禮源 蕭樑材 趙大中 楊慕華 顏厥全 王緯書 劉俊煌 
邱宗傑 陳博明
台北榮民總醫院內科部腫瘤科

Background: Respiratory complications remain a major problem about allogeneic hematopoietic stem cell transplantation. The pulmonary function changes in traditional myeloablative hematopoietic stem cell transplantation are well discussed. However, allogeneic non-myeloablative hematopoietic stem cell transplantation has less cytotoxic conditioning chemotherapy and more graft-versus-tumor immune response. The nature course of pre- and post allogeneic non-myeloablative hematopoietic stem cell transplantation has not been reported.

Methods: The pulmonary function test of eight chronic myeloid leukemia patients (age 35 to 56, median 47; male/female: 6/2) who had undergone allogeneic non-myeloablative hematopoietic stem cell transplantation was studied beforehand, at 3 months, at 6 months, at 9 months, and one year after transplantation. We compared the results with those among 33 control patients (age 12 to 51, median 26; male/female: 17/16) who received allogeneic conventional myeloablative hematopoietic stem cell transplantation in the same institute. Possible pre- and post-HSCT risk factors were evaluated for their influence on pulmonary function.

Results: Comparing to the conventional myeloablative hematopoietic stem cell transplantation, the pulmonary function changes in non-myeloablative hematopoietic stem cell transplantation patients showed the less severe decrease of forced vital capacity (FVC), forced expiratory volume in the first second (FEV1) and DLCO values. Beside, more rapidly recovery to pre-HSCT status was found. The GVHD is still the most important factor influent the pulmonary function changes. To exclude the severe GVHD case, patients received non-myeloablative hematopoietic stem cell transplantation did not have any change of FEV1 & FVC and only had sub-clinic decrease in DLCO with recovery after one year. 

Conclusion: Pulmonary function changes following allogeneic non-myeloablative hematopoietic stem cell transplantation in chronic myeloid leukemia only showed slightly dysfunction and self-recovery within one year. GVHD is the most important factor about respiratory dysfunction. The non-myeloablative hematopoietic stem cell transplantation showed less respiratory function declination than myeloablative hematopoietic stem cell transplantation in chronic myeloid leukemia patients.

Key Words: Pulmonary function; chronic myeloid leukemia; non-myeloablative hematopoietic stem cell transplantation, graft-versus-host disease.

Childhood T-cell acute lymphoblastic leukemia- 10 years at one single institution
孩童T細胞急性淋巴性白血病-台灣一醫學中心之經驗

Fang-Liang Huang, Te-Kau Chang, Ching-Shiang Chi
黃芳亮, 張德高, 遲景上

Division of Hematology & Oncology, Department of Pediatric, Taichung Veteran General Hospital

兒童血液腫瘤科, 台中榮民總醫院兒童醫學部
T-cell acute lymphoblastic leukemia (T-ALL) accounts for 10 to 15% of newly diagnosed cases of childhood acute lymphoblastic leukemia (ALL). Historically, T-ALL patients have had a worse prognosis than other ALL patients. Patients with T-ALL remain at increased risk for induction failure, early relapse, and isolated CNS relapse. During a 10 year-period from July 1992 to June 2003, we reviewed the outcomes of children with T-ALL, treated at a single medical center in mid Taiwan. Therapy included four- or five-agent remission induction; consolidation therapy; reinduction therapy; continuous therapy and cranial irradiation. 

We will discuss our experience and compare the prognosis of T-ALL with other leukemia at the presentation.    

A clinical trial of rasburicase to treat patients prophylactically or therapeutically for tumor lysis syndrome
Lin-Yen Wang1, Lee-Yung Shih2, Hung Chang2, Shiann-Tarng Jou3, Kai-Hsin Lin3, Ting-Chi Yeh1, Sheng-Fung Lin4, Der-Cherng Liang1

王麟燕1, 施麗雲2, 張鴻2, 周獻堂3, 林凱信3, 葉庭吉1, 林勝豐4, 梁德城1
Pediatric Hematology-Oncology, Mackay Memorial Hospital1

Hematology-Oncology, Chang Gung Memorial Hospital2
Pediatric Hematology-Oncology, National Taiwan University Hospital3

Hematology-Oncology, Kaohsiung Medical University Hospital4
馬偕紀念醫院小兒血液腫瘤科1
林口長庚紀念醫院血液腫瘤科2
台大醫院小兒血液腫瘤科3
高雄醫學大學血液腫瘤科4
Purpose: 

The standard therapy for malignancy associated tumor lysis syndrome (TLS) with hyperuricemia consists of hydration, alkalinization, and allopurinol. Recombinant urate oxidase (rasburicase) catalyzes the enzymatic oxidation of uric acid to allantoin, a highly water-soluble metabolite, while allopurinol produces xanthine which is not easily soluble and thus may case hyperphosphatemia and renal failure. To assess the efficacy and evaluate the safety profiles of rasburicase in patients with tumor lysis syndrome treated for hyperuricemia and renal failure. 

Patient and Methods:

Multicenter, non-comparative, open label clinical trail, running from July to December 2003, provided access to rasburicase for patients who were at risk for TLS before or during the initiation of chemotherapy. The enrollment criteria were (1) ALL, high grade lymphoma, AML, or multiple myeloma, (2) Uric acid level of 8 mg/dL or higher at the time of study entry, (3) Patients must have been scheduled to receive chemo- therapeutic agents, (4) A minimum life expectancy of 3 months. Exclusion criteria included patients with previous treatment with rasburicase or uricozyme, treatment with allopurinol, and a significant history of asthma, atopy, or deficiency of glucose-6-phosphate dehydrogenase. Twenty nine patients were enrolled in the study. Eleven children with ALL (6) or high grade lymphoma (5) were treated with rasburicase. Eighteen adults with ALL (4), high grade lymphoma (1), multiple myeloma (8), and AML (5) also were treated. Patient ages ranged form 3 to 98 years. The median age was 8 years for children and 64 years for adult patients. There were 10 male and 1 female in the children and 13 male and 5 female in the adult patients. Rasburicase (0.2mg/kg) was administered intravenously once a day for 1 to 6 days (children median 3 days and adult median 4 days).

Results:

The median uric acid level in 11 children decreased from 9.5 mg/dl (range 8 - 14.3) to 0.1 mg/dl (range 0 - 0.4). Similarly, in 18 adults the median level decreased from 9.9 mg/dl (range 8 - 17.1) to 0.1 mg/dl (range 0 - 1.3). The response rate was 100%. All patients had normal uric acid and electrolytes levels one month after the complete of rasburicase therapy. No significant changes including serum potassium, calcium, and phosphorus were observed. None of the patients required dialysis for acute renal failure. Although there were 7 adults with previous renal dysfunction before chemotherapy, all of them underwent chemotherapy smoothly with rasburicase treatment. None of deaths were during or related to rasburicase treatment. Rasburicase was very well tolerated. There was only one adult patient had grade 1 vomiting. 

Conclusion:

Rasburicase is safe and highly effective for the prophylaxis and treatment of TLS (with hyperuricemia) in patients with hematologic malignancies.

Rapid Switch of Phenotypic Dominance from Pro-B Acute Lymphoblastic  Leukemia to Acute Monocytic Leukemia in A Neonate with t(4;11)

楊兆平、洪悠紀、江東和、鍾明宗1
林口長庚兒童醫院 血液腫瘤科、新生兒科1

Congenital leukemia (CL) is a very rare disorder and is classified more frequently as myeloid (mostly monocytic or myelomonocytic) than lymphoblastic (mostly pro-B) leukemia. 11q23 translocations / MLL gene rearrangements (MLLR) are the most frequent genetic anomalies involved in CL. Infant leukemia with MLLR often has a pro-B plus monocytic phenotype, and is characterized by a high frequency of coexpression of lymphoid- and myeloid-associated antigens. Lineage switch of the leukemic cell clones from lymphoid to myeloid and vise versa have been reported in CL with MLLR very occasionally. Herein we report a case of CL with rapid lineage switch early in the course.

This 15 day-old full term female baby with an uneventful prenatal course was referred to us due to irritable crying, decreased appetite, and progressive jaundice for 2 days. PE revealed an icteric baby with marked hepatosplenomegaly and several bluish subcutaneous indurated nodules (mm to 2 cm) over trunk. Initial lab data: WBC 458.7K/(L, Hb 8.2 g/dL, platelet 40K/(L, blast 91.8%, lymph 7.2%, mono 1%, BUN/Cr 13/0.4mg/dL, ALT/AST 63/156U/L, bilirubin 6.2/10.6 mg/dL, uric acid 9.5 mg/dL, and LDH 968 U/L. L2-mor- phology lymphoblasts were interpreted by hematologist, and most blasts were positive for PAS stain with typical blocks. Cell marker study showed: CD19:96.1%, CD10<1%, CD13: 4.3%, CD14:2%, CD15:83.7%, CD33:52.5%, CD34:94.1 %, HLADR 98.8%, CD19/CD33: 51.3%, CD15/CD34:81.6%. Pro-B ALL was diagnosed then and oral prednisolone was started soon. Cytogenetic study was later proved to have t(4;11)(q21;q23). WBC and blasts declined steadily to 19.3K/(L (20% blast) on day 9 of starting treatment (2 days after the 1st dose of vincristine and idarubicin); while unexpectedly, monocytes raised abruptly to over 50% on the same day. Thereafter WBC raised again with > 80% monocytoid cells (monoblast 6%, promono 8.5%, mono 66.5%) and very scanty lymphoblasts on PB smear on day 12. PAS stain showed that most of the monocytoid cells were positively stained in finer granular pattern, and still negative for MPO and NSE stain. Hepatosplenomegaly persisted and a lineage switch from ALL to AMOL was then impressed. Chemotherapy directed to AMOL consisting of Ara-C+etoposide+idarubicin (8+5+3d) was started on day 14. The first diagnostic spinal tap on day 17 showed no obvious CNS involvement. This time the cytoreductive effect was prompt with white count decreasing down to <200/(L on day 21. Unfortunately she developed spiking fever on the day after port-A insertion (on day 19), followed by marked abdominal distension, intractable watery diarrhea, and rapidly progressed obstructive jaundice. She died of septic shock on day 28, blood culture on the last day of her life grew out Streptococcus viridans and coagulase (-) Staphylococcus later.

The Molecular Basis of HbH Disease in South Taiwan

南台灣中度海洋性貧血(HbH Disease) 基因變異篩檢研究

Tai-Tsung Chang , Shyh-Shin Chiou, Pei-Chin Lin, Ren-Chin Jang, Yu-Hui Hung

Department of Pediatric, Kaohsiung Medical University Hospital

張泰琮 邱世欣 林佩瑾 章人欽 洪郁惠
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HbH disease affects individuals throughout Southeast Asia, the Mediterranean islands and parts of the middle East, as well as Taiwan. We have determined the molecular characteristics of alpha-thalassemia in 17 HbH subjects from South Taiwan by PCR-based methods. Six cases carried

- -SEA/α-3.7 genotype, three cases carried - -SEA/ααCS genotype and two cases carried -- Fil/α-QS. The other genotypes found in our cases included - -SEA/α-4.2, - - SEA/ααQS , -- Fil/α-3.7 , -- Thai/α-3.7 ,and - - Thai /ααQS, one for each genotype. Among these cases, the gene defect was unknown in one case. The gene frequency of --SEA genotype, - - Fil genotype and - -Thai genotype are 32.4%, 8.8% and 5.9% respectively. The gene frequency of α-thalassemia-2 determinants in our cases are 23.5% forα-3.7, 11.8% forααQS , 8.8% forααCS , and 2.9% forα-4.2.  The hemoglobin electrophoresis of the 17 HbH diseases revealed HbA1: 85.68±10.65 ; HbA2:1.94±4.44 ; HbH:8.78±7.41 ; Hb Bart’s: 2.34 ±4.39 ; HbF : 0.92 ± 1.42. The mean hemoglobin level is 8.36 ± 1.25 g/dl and MCV is 66.81 ± 8.18 fl. The gene analysis is also performed in family members of HbH disease cases and in one subject with - -SEA/α-3.7 genotype, the - -SEA was found in the father and no evidence ofα-3.7 was found in the mother, whose hematological parameters were within normal range. Since the clinical manifestations ofα-thalassemia-2 might be similar as the general population, the prenatal diagnosis is necessary when one of the parents is a thalassemia carrier.         

Combined therapy with deferiprone and desferrioxamine successfully regresses severe heart failure in patients with beta-thalassemia major.
K.H.Wu, J.S.Chang, C.H.Tsai, C.T.Peng

巫康熙，張正成，蔡長海，彭慶添

中國醫藥大學附設醫院小兒血液腫瘤科

Cardiac complications caused by iron deposition are major causes of death in patients with beta-thalassemia major. Deferiprone (L1) was found to have greater efficacy at depleting myocardial iron than desferrioxamine (DFX). Furthermore, combined therapy with L1 and DFX produced an additive or synergistic iron chelating effect. We report the successful treatment of severe heart failure in two patients with beta-thalassemia major with the combined therapy. Magnetic resonance images showed a marked recovery of signal intensity in the heart, indicating a significant reduction of iron load in the heart. No significant adverse effects were noted. Therefore, combined therapy with L1 and DFX should be considered in patients with beta-thalassemia major and cardiac complications.
Successful unrelated cord blood transplantation in a girl with beta-thalassemia major
江東和1，洪悠紀1，楊兆平1，林奏延2，孫建峰3，謝素英4

長庚兒童醫院血液腫瘤科1，感染科2，

長庚紀念醫院臨床病理科3，長庚大學護理系4
In recent years, umbilical cord blood (UCB) has emerged as a feasible alternative source of hematopoietic stem cells for pediatric and some adult patients with major hematologic disorders, mainly in patients lacking an HLA-identical sibling or other relatives. 

We report a successful transplant for beta-thalassemia major in a 3 1/2-year-old girl following a pre-transplant cytoreductive/immunosuppressive regimen of busulfan and cyclophosphamide. After the conditioning, a total of 2.48 x 105/kg CD34 cells were infused on 16 October 2003. The neutrophil count rose above 0.5 x 109/L on day 17 and exceeded 1 x 109/L on day 25. The self-sustained platelet count exceeded 20 x 109/L on days 49 and exceeded 100 x 109/L on day 72. The patient received ten units of packed red cells, the last of which was given on day 34. Engraftment of donor hematopoietic populations was documented through several approaches, including cytogenetic analysis, hemoglobin electrophoresis, globin chain synthetic ratios, and molecular analysis of short tandem repeats sequences. 

Since the donor was male and the patient female, engraftment could be confirmed by the presence of cells with the donor’s sex chromosome. On day 60 after UCB transplantation, hematopoietic chimerism using peripheral blood by PCR amplification of short tandem repeats showed full donor chimerism. On day 74, the hemoglobin level was 11.6 g/dL (56.0% HbA, 1.1% HbA2, and 42.9% HbF). The patient was clinically well, and had no features of graft-versus-host disease. 

This is the first report of successful unrelated UCB transplantation for beta-thalassemia major in Taiwan. The estimated medical expense was 1.3 million NT dollars till now, and plus the cost of cord blood unit which is free of charge in this patient. The high cost of UCB transplantation could be offset by a reduced burden of prolonged transfusion therapy, iron chelation therapy, and a possible healthy life of a child. 
外賓演講

Current status of biotherapy in non-Hodgkin's lymphomas

Bertrand Coiffier, Lyon, France


Monoclonal antibodies were first utilized for treatment of lymphoma patients approximately 7 years ago, and were first developed for low-grade or indolent lymphomas. Rituximab was the first monoclonal antibody developed to have independent activity against B-cell lymphomas. In vitro data have shown that the unconjugated antibody may induce lymphoma cell lysis through activation of the complement cascade (CDC), activation of immune cells through the Fc fixation (ADCC), induction of apoptosis, inhibition of cell proliferation, and synergism with standard chemotherapy drugs. First studies evaluating response rate to rituximab in patients with different lymphomas and different settings have shown a response rate of 30% to 75% depending of the lymphoma and the phase of the disease. Recently rituximab has been combined with CHOP and other regimens. In all these studies, the combination was not associated with a greater toxicity and showed better results than rituximab or chemotherapy alone. 

Several randomized studies with the combination of rituximab and chemotherapy have been reported with preliminary or final analysis.  The GELA (Groupe d’Etude des Lymphomes de l’Adulte) has recently presented the results of a study in 399 elderly patients with DLCL comparing eight cycles of CHOP to eight cycles of CHOP plus rituximab (R-CHOP).  At the end of treatment, 76% of the patients had reached a CR or an undocumented CR (CRu) in the R-CHOP arm compared to 63% in the CHOP arm (P=.005).  Twenty-two percent of the patients treated on the CHOP arm had progression during the treatment compared to 9% in the R-CHOP arm.  With a median follow-up of 4 years, 137 events (70%) were observed in the CHOP arm and 99 (49%) in the R-CHOP arm, most of them being progression during or after treatment. This study demonstrated that the addition of rituximab to CHOP chemotherapy led to significant prolongation of both event-free survival (p<0.001) and overall survival (p=0.007) in elderly patients with DLCL, without significant additional toxicity. 

This benefit was recently confirmed by the results of the ECOG-Intergroup study and by the population-based analysis done in British Columbia. A similar benefit was obtained in three randomized study conducted in patients with follicular lymphoma comparing different chemotherapy regimens with or without rituximab.

In conclusion, these different studies showed that rituximab has activity in all B-cell lymphomas and, more importantly, that this activity is increased when it is combined with chemotherapy.  Other monoclonal antibodies, particularly radiolabeled ones, have been used in phase II studies but no randomized study has yet demonstrated their benefit compared to rituximab or in addition to chemotherapy. If they have a place in patients with indolent lymphoma refractory to rituximab, their role in more aggressive lymphoma is not currently demonstrated.
辯論演講

Favor for hemopoieteic stem cell transplanttion (HSCT) for M.M

黃文豊  Wen-Li Hwang台中榮總血庫主任暨血液科/腫瘤內科主治醫師
A. Autologous Transplantation for Myeloma 


High-dose therapy followed by autologous peripheral blood (PBSC) rescue is frequently used in the treatment of eligible patients with non-Hodgkin’s lymphoma (NHL) and multiple myeloma. For myeloma, autologous PBSCT is associated with disease cytoreduction and appears to prolong DFS and overall survival compared with standard therapy; however, there is a continuous risk of relapse, and plateaus are not apparent on DFS curves. The reason that high-dose therapy is not curative in these situations is tumor contamination of the collected PBSCs, inability of the high dose preparative regimen to eradicate all of the myeloma cells in the patients or both. 

Despite these limitations, high-dose therapy with autologous PBSCT has been associated with a low transplant-related mortality (TRM) of generally less than 10% and has been routinely offered to patients without significant comorbid disease up to ages 65 to 70. Engraft is usually rapid (10-12 days), and once patients have recovered from conditioning regimen toxicity, they generally return to a high quality of life. While long-term complications are generally infrequent, patients do have an increased risk of myelodysplasia and marrow failure. A number of posttransplant treatments have been used in attempts to decrease the high risk of relapse in these patients, including thalidomide, Interferon, monoclonal antibodies, idiotype vaccination.

 For myeloma patients, most investigators agree that high-dose regimens and autologous HSCT provide disease-free and overall survival advantages compared with continued conventional chemotherapy. Controversy remains as to the optimal conditioning regimen, the timing of the transplant in relationship to response to prior therapy, the use of 1 or 2 transplants, and the use of additional posttransplant treatments to delay the recurrence of disease. 

B. Allogeneic Transplantation for Myeloma

Myeloablative conditioning regimens and allogeneic HSCT have been used in the treatment of relatively small numbers of patients with myeloma, as reviewed by a number of different researches. Advantages include the use of a graft free from tumor cells and the potential for a GVT immune response. Evidence for GVT has consistently been demonstrated by the lower incidence of relapse for patients with NHL and myeloma following allografting when treated with additional DLI. In comparison with autologous transplants, there is a higher rate of molecular remissions associated with the allografts and a lower risk of disease progression. The major risk associated with conventional allogeneic HSCT has been a higher TRM, in part due to the risk of acute and chronic GVHD. Because of these increased toxicities and risks, allogeneic HSCT has been applied to a small number of patients and has been generally limited to younger patients without comorbid disease. This is in contrast to the peak incidence of these malignancies, which steadily increase with age. The majority of transplants have utilized matched related donors, which again favors younger patients with living donors. In general, myeloablative transplants with matched unrelated donors have not been offered to patients with myeloma who are over the age of 50 because of an unacceptably high TRM that has ranged from 20% to 50%. Thus, despite a significant decrease in the relapse rate and evidence of GVT effects, allografts have been associated with inferior survival in nearly all comparisons, largely because of a high peritransplant TRM and the continued late complications of chronic GVHD and infections. More recent trials suggest that with a recent lower TRM (<15%) associated with mini-allografting, the lower risk of relapse may eventually lead to a superior outcome.

C. Planned Tandem Auto/Allo HSCT for Myeloma

In a series of patients treated in a international oncology groups coordinated through the Fred Hutchinson Cancer Research Center---including the city of Hope, Stanford University, the University of Colorado, the University of Torino, Italy, and the University of Leipzig, Germany---- 54 patients with advanced myeloma have been treated using a planned tandem auto/allo approach. Newly diagnosed patient patients with stage II/III disease requiring therapy were recommended to have induction chemotherapy with VAD chemotherapy (4 cycles recommended) followed by autologous PBSC harvesting using high-dose cyclophosphamide (with or without Taxol) and G-CSF. High-dose therapy with single-agent melphalan (200 mg/M2) was used for tumor cytoreduction with autologous PBSC support. Following recovery from transplant toxicities, 40 to 120 days later, patients underwent nonmyeloablative allografting as schedule. Conditioning was with a single fraction of 200 cGy TBI administered at a low dose rate. Matched sibling donor PBSCs, harvested from 2 phereses following stimulation with G-CSF, were infused immediately following TBI. Patients received postgrafting immunosuppression with cyclosporine and MMF. 

  Preliminary data from this trial were presented at the plenary session of American Society of Hematology 2001. Updated results include the treatment of 54 patients with this planned tandem approach. Toxicity following the autologous PBSCT included medians of 6 days of neutropenia and 7 days of hospitalization. One patient who had received CD34-selected PBSCT died from CMV pneumonia. 52 of the 54 patients received the planned nonmyeloablative transplant, with a median time between autologous and allogeneic transplant of 62 days. The allografts were well tolerated, with median of 0 days of hospitalization, neutropenia, and thrombocytopenia. All patients developed donor engraftment, with medians of 90% donor T-cell chimerism by day +28 that increased to 96% by day +84. One patient died before day 100 from disease progression. Acute GVHD was seen in 38% of patients and was grade II in all but 4 cases. 46% of patients developed chronic GVHD requiring therapy. Tumor responses occurred slowly, and thus far 57% of patients not in CR at the time of treatment have achieved CR and 26% have achieved PR. Of 28 patients with responsive disease at study entry, 3 have died from transplant-related complications and 2 have relapsed. 16  (57%) remain in continuous CR and 5 (18%) in ongoing PR, and 2 patients have stable disease. Of 26 patients with relapsed/refractory disease have had great TRM (20%), with 5 of 26 patients dying from complications of acute and chronic GVHD infections. In this group, 11 of 26 (40%) patients achieved CR and 4 of 26 (15%) achieved PR following the allograft. Thus, patients treated with responsive disease have less TRM (10%) and improved overall and disease-free survival. With a median follow-up of all surviving patients of 18 months, 79% of patients are alive. These results have been used to plan a comparative trial in the BMT Clinical Trials Network that will evaluate the use if this approach in a multicenter setting for the treatment of patients with stage II/III myeloma. 

D. Conclusions and Future Studies

A clinical trial is planned to start in the fall of 2002 within the BMT Clinical Trial Network that will evaluate this approach in multiple centers across he US. Patients with newly diagnosed myeloma requiring therapy will undergo induction therapy (VAD recommended) and proceed to autologous PBSC harvest (following a high-dose cyclophosphamide regimen) prior to study entry. All patients will then receive high-dose melphalan (200 mg/M2) and autologous PBSCT. 60 to 120 days later, following recovery from transplant-related complications, patients with matched sibling donors will receive 200 cGy TBI, allogeneic PBSCT, and postgrafting immunosuppression with cyclosporine and MMF. Patients without sibling donors will receive dexamethasone and thalidomide postautologous-transplant. 

Treatment recommendations based on the evidence presented in the review were made unanimously by a panel of MM experts  (Biol-Blood-Marrow-Transplant. 2003 Jan; 9(1):4-37 ). 

Recommendations for SCT as an effective therapy for MM include the following:

a. SCT is preferred to standard chemotherapy as de novo ( first line) therapy

b. SCT is preferred as de novo ( first line) rather than salvage therapy

c. PBSCT is preferred to BMT

d. Melphalan is preferred to melphalan plus TBI as the conditioning regimen for autologous SCT 

Recommendations for SCT as an ineffective therapy for MM include the following:

a. current purging techniques of BM

b. PBSSCT using CD34+ selected or unselected stem cells

According to evidence-based review, evidence supporting the role of hematopoietic stem cell transplantation in the therapy of multiple myeloma is presented and most MM experts agree that high-dose regimens and autologous HSCT provide long-term DFS and overall survival advantages compared with continued conventional chemotherapy.

High-dose chemotherapy with autologous HSCT should be considered first –line therapy for patient with MM ( The Washington Manual of Oncology.2002 ).

What Is Evidence? Where Is The Truth?

葉士芃   中國醫藥大學附設醫院血液腫瘤科
"Just because an idea is held by the masses does not make it true. Indeed, in view of the silliness of the majority of mankind, an idea that is widely held is more likely to be false than true."

~ Bertrand Russell
The trouble with evidence-based medicine
“What is mind? No matter. What is matter? Never mind!”

“What men want is not knowledge, but certainty!”  

~ Bertrand Russell
The rise of evidence-based medicine (EBM) has been one of the most remarkable phenomena of the health scene of the world during the 1990s. Initially, EBM grew as a bottom-up approach to continuing medical education under the name of Clinical Epidemiology. Clinical epidemiology was based on emphasizing the potential of epidemiological information for guiding clinical practice. However, a significant change came when the name “Evidence-based Medicine” was coined in 1992.1 EBM effectively labeled itself as rational, objective and altruistic while any opposition was implied to be illogical, self-indulgent and opposed to the evidence. The proponents of EBM cleverly bypassed doctors and appealed directly to politicians, health service managers, public health professionals and the newly expanded ranks of ‘number-crunchers’ (epidemiologists, biostatisticians, information technologists, health economists, etc.).2 EBM involved the elevation of certain methodological principles, in particular the large randomized trial and meta-analysis, to ‘gold standard’ status as criteria against which all other types of ‘evidence’ should be judged. This doctrine excludes the role of implicit or unquantifiable factors such as clinical judgment, experience, qualitative factors and views of patients. The traditional training for a doctor, such as clinical judgment, knowledge of health and disease, and basic research, was outweighed by data collection and analysis. As a result, the individuality of patients tends to be devalued, the focus of clinical practice is subtly shifted away from the care of ‘individuals’ toward the care of ‘populations’, and the complex nature of sound clinical judgment is not fully appreciated.3 If the medical practice could simply follow the ‘guideline’ or ‘evidence’, “What is mind? No matter! What is matter? Never mind!”, why should we study medicine for 7 years to become a doctor and pay another 5 years to become a hematologist?

Evidence supports the role of high dose chemotherapy (HDT) in the treatment of myeloma. What is ‘evidence’? The median overall survival of standard dose chemotherapy (SDT) arm of PETHEMA study is better than that of HDT arm of MRC VII study (67 months versus 54 months).4,5 Is this also an ‘evidence’? Though the results of different studies can be compared only under the principle of meta-analysis, this indicates at least some patients of myeloma could be better treated with SDT rather than HDT. What dose the 9% survival benefit at 4 years (55% versus 46%, MRC VII) mean to an individual patient planned to receive HDT? “9%” is significant to biostatisticians and information technologists. Is it significant to patients? Is it significant to hematologists? The benefit of “9%” was obtained at the cost of another “91%” who possibly received unnecessary HDT (45% died with either SDT or HDT, 46% survived with either SDT or HDT). Who is the lucky one? Is it ethically appropriate? Should our treatment just focus on the “9%” of all our patients? 

The favorable incidence of win? The rule of win? 

“The world is something like a great chess game being played by the gods, and we are observers of the game. We do not know what the rules of the game are; of course, if we watch long enough, we may eventually catch on to a few of the rules …We must, therefore, limit ourselves to the more basic question of the rules of the game.”
~ Richard P. Feyeman
According to current ‘evidence’, HDT with APBSC support probably offers the relative favorable incidence of win when comparing to CDT in fighting with myeloma. Nevertheless, unlike vote for Taiwan’s president of which we have only two choices and the only thing we can do is to elect a candidate that is not ‘so bad,’ in the treatment of myeloma we have many choices. The only thing we should do is to find the ‘best’ way to treat our patients, to find the ‘rule of win’ rather than the ‘favorable incidence of win’ in fighting with myeloma. HDT with APBSC support is definitely not the ‘rule of win’ because we eventually lost our patients. More problems are associated with allogeneic transplantation in the treatment of myeloma. Of 136 patients treated with allogeneic transplantation using standard myeloablative regimen at Seattle, 48% died within the first 100 days and the 5-year EFS and OS was only 14% and 22% respectively.6 Non-myeloablative conditioning regimen is associated with much lower transplant-related mortality. However, the development of GVHD is a serious problem. Presentation of target antigens by HOST APC is crucial for the initiation and development of GVHD and deplete host APC before transplantation should abrogate GVHD.7 With non-myeloablative regimen, much more host APCs would be left and is potentially more likely to induce GVHD [personal communication with Dr. Andrea Bacigalupo at the 7th EHA meeting]. About 30 to 35% of patients received mini-transplant still succumb in the first year, mainly as the consequence of GVHD.8 Therefore, even in the setting of mini-transplant, further improvement in preventing GVHD would be eagerly warranted. Unfortunately, an anti-myeloma effect is typically only seen in the context of acute or chronic GVHD.  

What is the “rule of win” in fighting with myeloma? To conquer the myeloma cells we must understand how these cells survive and how these cells interact with normal cells. With the recent advance in the understanding of molecular biology and critical signaling pathways as therapeutic targets of myeloma, many new agents providing effective salvage therapy for end-stage myeloma, including patients refractory to- or relapsed after auto- or allotransplantation. These including:

1. Immunomodulating agents (anti-angiogenesis and apoptosis induction): thalidomide and its derivatives Revimid (CC-5013), Actimid (CC-4047), and ENMD-0995. In phase I/II trial, Revimid, Actimid and ENMD-0995 showed marked activity against refractory myeloma. As comparing to thalidomide, the neurotoxicity is much lower but myelosuppression is more severe. [ASH 2003, abstract 825, 829, 1640, 1642, 1654] 

2. Proteasome inhibitors (proliferation inhibition and apoptosis induction, dec. adherence to BMSC, dec. IL-6 section of BMSCs): Velcade (PS-341), MG-132. [ASH 2003, abstract 254]

3. Others: G-3139 (Bcl-2 antisense oligonucleotide; apoptosis induction)

  GW-654652 (VEGFR inhibitor; anti-angiogenesis)

  TSP-1 (thrombospondin-I; anti-angiogenesis)                




  Anti-idiotype antibody (apoptosis induction, by T-cell?)




  [ASH 2003, abstract 251, 2533, 2556, 2563] 

Even more promising is the combination of these new drugs along with Dexamethasone or Melphalan. VM (Velcade + Melphalan) had been tested in patients with relapsed/refractory myeloma and showed 80% RR and 20% SD.9 VD (Velcade + Dexamethasone) had been tested as 1st-line therapy and showed encouraging activity (77% RR, no patients progressing) with manageable toxicities.10 Another two regimens, VTD (Velcade, Thalidomide, Dexamethasone) and DVd-T (Pegylated Doxorubicin, Vincristine, reduced frequency Dexamethasone, Thalidomide), had been shown 70% RR in patients relapsing after auto-transplant and 47% CR/NCR in patients of refractory/relapsed myeloma respectively. Both regimens deserve evaluation in myeloma patients earlier in their disease and may compare directly to HDT as 1st-line treatment.11,12 As stated in the education book of ASH 2002, “there are a number of still unsolved issues in the field of transplantation in myeloma, moreover the introduction of new agents (Thalidomide, immunomodulatory drugs, Proteasome inhibitors) will undoubtedly modify the overall strategy in the near future.” Yes, the day is coming! 

High dose therapy, for whom?   

“Not a work for people with tender minds and weak stomachs”

~ J.B. Priestly; comment on Huxley’s “Brave New World”

As a doctor of open mind, I believe few patients (9%?) might actually benefit from HDT. However, I also believe HDT and transplantation is



“Not a work for patients with tender minds and weak stomachs,”



“Not a work for donors with tender minds and weak stomachs,” and 



“Not a work for hematologists with tender minds and weak stomachs.” 

Who should be treated with HDT rather than SDT or new drugs combination? What is the best timing of transplant? Which conditioning regimen to be used? Single or tandem transplants? Fermat’s Last Theorem ( xn + yn = zn has no non-zero integer solutions for x, y and z when n > 2) had puzzled many famous mathematicians for 350 years. Nevertheless, it was proved by Andrew Wiles after 6 years of investigation (1987 to 1993) and another 2 years of revision (1993 to 1995). The final proof was published in May 1995 issue of the Annals of Mathematics. Myeloma has perplexed human being for thousand years. After 17 years (1986 to 2003) hard working, we probably answered one question regarding to the treatment of myeloma: HDT is somewhat better than SDT in terms of DFS and OS. However, we created many more questions. Should we pay another 10 years and wait the biostatisticians to tell us who are the best candidates for HDT and what is best timing of transplant? Finally, I still believe that some patient might be best treated with HDT though I don’t know who is it. Maybe someone knows! 

Prophet Muhammad says:

“God has not created an illness for which He has not created a cure, although some may know it and some may not. Ask those who have knowledge, if you do not know!”

~ Qur’an 21: 7

“Seek knowledge, even unto China”

~ Qur’an 21: 114
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 Inadequate peripheral stem cell harvest associated with neutropenic fever in a non-Hodgkin's lymphoma patient — A case report

曾士賓 蔡慧珍 劉益昌 蕭惠樺 劉大智 張肇松 陳田柏 林勝豐

Shih-Bin Tseng, Hui-Jen Tsai , Yi-Chang Liu, Hui-Hua Hsiao, Ta-Chih Liu, Chao-Sung Chang, Tyen-Po Chen, Sheng-Fung Lin

高雄醫學大學血液腫瘤內科

The 54 year-old-male was a case of right tibial malignant B cell lymphoma diagnosed on 2000. The initial presentation was right upper tibia painful swelling mass. After initial survey, the patient received seven courses of chemotherapy with regimen of CEOP and radiation 6000 cGy over right tibial and right hip respectively. Unfortunately, the patient suffered from right radial bone pain on January 2002 and right radial bone excision biopsy revealed large cell lymphoma (B cell type). Under impression of relapse, the patient received salvage chemotherapy with MINE. Partial response was achieved after 2 courses of C/T with MINE and general condition was stable.

The patient received cyclophosphamide 4 g/m2 on April 2002 for PBSC harvesting. Nine days after cyclophosphamide chemotherapy, neutropenic fever associated with multiple skin rash developed. Although suspect of disseminated herpes zoster infection, the bacterial culture of skin rash biopsy reported pseudomonas alcaligenes. After both acyclovir and cefepime treatment, the fever was subsided and skin rash was also disappeared. However, only 1.72 x 10^6 CD34+ cells / kg was harvested. Due to inadequate CD34+ cells and possible microorganism contamination due to disseminated infection, we performed 2nd PBSC harvesting on June 2002. This time, the patient was stable and free of infection S/S and adequate CD34+ cells (7.55 x 10^6 / kg) were harvested. Unfortunately, the patient’s condition downhill quickly before high dose chemotherapy and autologous PBSC can be performed.

Successful treatment of autoimmune thrombocytopenic purpura by using steroid and cyclosporine A: a Case report. Also discussing the correlation of antimicrosomal antibodies and idiopathic thrombocytopenia purpura.

成功使用cyclosporinA及類固醇針對無法降低類固醇劑量之ITP病患治療之經驗

Cheng-Jeng Tai

Sec. Hemato-Oncology, Dept. Medicine, Taipei Medical University Hospital

戴承正

臺北醫學大學附設醫院內科部血液腫瘤科

The mainstay therapeutic methods of idiopathic or autoimmune thrombocytopenic purpura remain to be steroid and immunoglobulin. However, we might encounter some cases who were refractory to both treatments. We reported a 30 year-old female who was refractory to low dose steroid treatment. After utilizing cyclosporine plus low dose steroid, we successfully discontinued both agents and the platelets remained above 130000/dL.
Arsenic intoxication presenting with microcytic anemia and colon cancer: a patient report
蕭培靜★ 威廉貝爾★★ 翁國昌★★★
中山醫學大學附設醫院內科部血液科★ 心臟科★★★
美國霍普金斯大學醫學院內科部★★
Most cases of arsenic intoxication are the result of accidental or suicidal ingestion of insecticides or pesticides. This patient took Chinese hurb drugs for more than 20 years. Chronic exposure to arsenic has been associated with multisystemic illness manifested by a variety of signs and symptoms leading to dermatological, gastriointestinal, neurological and hematological disorders. Hematologic abnormalities are typically characterized by cytopenias including leukopenia, anemia, and thrombocytopenia in order of decreasing frequency. In addition, rare reports in the literature have described megaloblastic maturation and dyserythropoitic changes and hematologic picture resembling megaloblastic anemia and the myelodysplastic syndrome. Herein, the patient presented only microcytic anemia with normal leukocyte and thrombocyte count. On the basis of numerous epidemiological studies, arsenic has been classified a potent human carcinogen and associated with increased risk of cancers of skin, and internal organs including the urinary bladder, respiratory tract, liver and kidney in populations. This patient with arsenic intoxication is the first report of colon cancer and microcytic anemia both of which are rarely observed.
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