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Autologous and Allogeneic Hematopoietic Stem Cell Transplantation
For solid tumor patients

Authors: Kamran Ali Moghaddam, Farnaz Khatami, Mehdi Jalili, Afsaneh. Alimohammadi, Masud
Iravani, Asadollah Mousavi, Babak Bahar, Mohammad Jahani, Ali Khodabandehlu, Ardashir
Ghavamzadeh
Address: Tehran University of Medical Sciences, Dr. Shariati Hospital -Hematology-Oncology and
SCT Research Center

Introduction: The prognosis for many pediatric and young adult patients with solid tumors that have
metastasized at the time of diagnosis or have relapsed after therapy remains very poor. HSCT is one of
the treatment modalities in this setting in the lack of efficacy of conventional chemotherapy,
radiotherapy and immunotherapy for majority of patients with metastatic cancers. We have done
Autologous and Allogeneic HSCT for treatment of solid tumors patients in our center.

Materials & Methods: Since March 1991 till Jun 2007, thirty eight patients with solid tumors received
blood and marrow transplantation for 10 types of solid tumors. Median age of patients at the time of
Transplantation was 26 years (age range=>5-53). 22 patients (58%) were male, and 16 patients (42%)
were female. The diagnoses before transplant were 8 patients with Breast Cancer, 5 patients with
Germ Cell Tumor, 7 patients with Testicular carcinoma, 4 patients with Neuroblastoma, 6 patients
with Ewing Sarcoma, 3 patients with Medulobelastoma, 2 patients with Renal Cell Carcinoma, 1
patients with Ovarian Cancer, 1 patients with Nasopharyngeal carcinoma and 1 patient with Wilm's
tumor. 33 patients (87%) received autologous hematopoietic cells and 5 patients (13%) received
allogeneic hematopoietic cells. 35 patients (92%) have received peripheral blood and 3 ones (8%)
received bone marrow as a graft type.

Results: The median duration of hospitalization after high dose therapy was 28 days (for autologous
patients was 24 days and for allogeneic patients was 31 days). At present 28 out of 38 are alive and 10
patients died. Transplant Related Mortality was 5%. The cause of death for allogeneic patients (3
patients) was progressive disease with chronic GVHD (2 patients) and liver metastasis (1 patient) and
for autologous patients was progressive disease (5 patients), multi organ failure (1 patient) and the
other causes (1 patient). Median disease free survival time for allogeneic transplantation was 376 days
and for autologous transplantation was 862 days. Two years overall survival was 54%
(Allogeneic=33% and Autologous=60%). There were two patients with allogeneic graft that have
developed chronic GVHD.

Conclusion: However it is early to conclude that the HCT was an efficient treatment modality in solid
tumors but our preliminary results and other studies reveal brilliant consequences for this method.

Key Words: Hematopoietic Stem Cell Transplantation, solid tumors
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Laparoscopic splenectomy

Author: Mohammad Talebpour
Address: Tehran, Department of Surgery, Sina Hospital

Aim: To assess the safety and clinical outcome of laparoscopic splenectomy.

Materials & Methods: All consecutive patients referred for laparoscopic splenectomy to a tertiary
centre were included in this study. Open splenectomy was carried out on those with huge spleen.
Patients were positioned at 60 degrees semi-supine. Exploration of upper abdomen was carried out
routinely for presence of accessory spleen. Homeostasis of vessels performed by intracorporeal
suturing, clips or ligature. Spleen put in a bag after emptying of its blood by cutting hilar vein and
removed from bag by splitting.

Results: During 8 years 84 laparoscopic splenectomies were performed; 64 ITP, 7 spherocytosis with
gallstone and 13 moderate splenomegaly with hypersplenism. Mean splenic size was 10.5%5.5*%3.5¢cm,
with the biggest spleen measured at 25 x 9 x 5 cm. Splenic vessels were tied using intra-corporeal
suturing (29 cases), clips (24 cases) and ligature (31 cases). There was one case of conversion to open
surgery. Seven cases of ITP did not respond ideally to splenectomy. In cases of moderate
splenomegaly, spleen was divided into 3 parts prior to use of bag. Mean operative time was 55min;
and mean length of hospital stay was 3 days. All patients discharged from hospital without any
morbidity or mortality.

Conclusion: Laparoscopic splenectomy including moderate splenomegaly is safe, with good patient
outcome.

Key Words: Laparoscopic, splenectomy
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Clinical and Epidmiologic characteristics of patients with upper GI cancers in west
Azarbeijan province of Islamic Republic of IRAN

Authors: Dr.Hasan Entezami, Ali Shakibee, Leila Aliloo, Dr. Ali Shargh
Address: Urmia University of Medical Scinces

Introduction: Gastrointestinal (GI) cancers are one of the common causes of death all over the world.
Iran is among the countries located on GI cancers circle.

Epidemiologic studies are the key points of discovering of cancers etiology and the preventive
programs have an important role in reduction of cancers. If we pay more attention to none specific
signs of cancers and design risk factors follow up plans by regional epidemiologic recognition of
cancers, prevention and early diagnosis of neoplasms will be possible. Study of risk factors and
determination of early screening of cancers are our future willings.

Materials & Methods: This is a descriptoanalytical study carried out an 203 patients with malignant
GI lesions out patient hospitalized in selective hospitals of W-Azarbeijan province and between the
years 2004-2005, that certain diagnoses of their diseases are proven by pathological assessment of
their lesions specimens. The data gathering tool was a questionnaire and spss software was used for
statistical analyzing. We used descriptoanalytical statistics methods by means of X* test for data
analyzing.

Results: According to the study findings the following results are obtained:

1. %3.4 of the samples had positive familial history of cancer.

2. Most of the patients were farmers.

3. %40 of the study population were smokers.

4. Comparison of cancer prevalence in both genders revealed that the different GI cancers prevalence
was not statistically significant from gender point of view (p=0.23).

The results obtained from cancer prevalence comparison in different ages indicated that:

- Maximum prevalence of esophageal cancers in both genders was in 53-63 yrs. Age group

- Maximum prevalence of gastric cancer in both genders was in 63-73 yrs. Age group.

- Comparison of pathologic results of different cancers in both genders showed that:

1. The most common pathologic finding in esophageal cancers of both genders was squamous cell
carcinoma (SCC).
2. The most common finding in stomach cancer of both genders was Adenocarcinoma.

Discussions: The results of this study indicated that the most common affected group by GI cancers
were rural farmers, that a specific ethiologic assessment must carry out for obtaining further
information.

In general further investigations and studies of risk factors and correct implementation of early
diagnosis of GI cancers are formed our future willings.

Key Words: Gastrointestinal, Epidmiologic, characteristics
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A study on Cisplatin side effects in admitted patients for
chemotherapy at hematology-oncology ward

Author: Dr.Mohammad-ali Mashhadi
Address: Azad University (Kazeroun branch)

Introduction: The platinum agents (cisplatin, carboplatin and oxaliplatin) are among the most useful
anticancer agents available to oncologists. Cisplatin still has a central role in cancer chemotherapy in
spite its toxicity and efforts should be focused on attenuation of side effects and improving quality of
life of the patients. In this study, we evaluate cisplatin side effects in admitted patients for
chemotherapy at hematology-oncology ward.

Materials & Methods: In a prospective study on all admitted patients in our ward that received
cisplatin for chemotherapy and without any underlying disease, after full physical examination and
performing necessary paraclinical exams (Na, K, ca, BUN, Cr, Uric acid, SGOT, SGPT, bilirubin and
ECG), information form for all of them filled at admission and in follow up visits (every two weeks)
for use in final assessment.

All patients have been observed for cisplatin side effects during admission. Normal saline (1 liter in
1.5-2 hours/ intravenous), serum manitol (1gr/kg), dexamethasone and metoclopramide ampoules
(intravenous/0.5 hour before chemotherapy) had been administered for all of them before beginning
chemotherapy. Cisplatin was administered for all of them at total dose of 50-100 mg/m2 in 1 liter
normal saline during 2 hours.

Results: 56 cases were male and 44 cases were female. None of them had nephrotoxicity. Nausea and
vomiting in 68 cases (66.6%), hearing loss in 8 cases (8%), tinnitus, anorexia, weakness, fatigue,
cramping abdominal pain and psychosis in 1 case (10%) were detected. None of them had bone
marrow suppression, hepatotoxicity, serum electrolyte imbalance, taste change, diarrhea, severe
allergic reactions, difficult walking and chest pain.

Conclusion: Cisplatin has the potential to produce both mild and severe side effects. However,
ordinarily, the platinum agents can be delivered with acceptable toxicity, even when used in
combination chemotherapy regimens.

Key Words: Cisplatin, Side effects
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Allogeneic Stem cell Transplantation in Thalassemia Major Class w:
An experience of Iran from1992 till 2007

Authors: Masud Iravani, Farnaz Khatami, Mehdi Jalili, Atefeh Masnavi, Kamran Ali Mogaddam,
Asadollah Mousavi, Babak Bahar, Mohammad Jahani, Ali Khodabandehlu, Ardashir Ghavamzadeh
Address: Tehran University of Medical Sciences- Shariati Hospital, Hematology-Oncology and SCT
Research Center

Introduction: Our aim for this study was to describe the outcome of stem cell transplantation (SCT) in
patients with class m Thalassemia major.

Materials & Methods: Since December 1992 till March 2007, fifty-two patients with thalassemia class
1 received SCT from their Human Leukocyte Antigen (HLA)-identical siblings. 32 patients received
bone marrow and 20 patients received peripheral blood SCT. Conditioning regimen in 47 patients was
Cyclophosphamide 40 mg/kg/day (from day—5to -2) and Busulfan 3.5 mg/kg/day (from day -9 to -6)
and in these patients Graft Versus Host Disease (GVHD) prophylaxis regimen was cyclosporine. A
(CY.A) 1.5mg/kg /day/IV (day—-3), then 3mg/kg/day IV (days +7, +11), then 12.5 mg/kg/day/PO and
Methotrexate 10mg/m* (day +1), 6mg/m” (days +3, +6). Conditioning regimen in 5 patients was
Fludarabin 40 mg/m? (from —6 to —2) and Busulfan 4 mg/kg (from —5 to —2) and in this patients
GVHD prophylaxis regimen was (CY.A) 3 mg/kg/day IV (days —3 and +7), then 12.5 mg/kg/day PO.
Results: Median age was 8.5years (age range=1-26), Male/Female=21/31.Median time of absolute
neutrophil count>0.5x10° /L was +14 and Median time of platelet recovery>20x10° /L was +25. At
present 42 out of 52 are alive and 10 patients died due to acute(a) GVHD, chronic(c) GVHD,
rejection, veno-occlusive disease, infection and the others. Thirty-four patients (64%) developed
aGVHD (grade [=13, grade 1I=7, grade 11I=10, grade IV=4). Three patients (5.8%) developed cGVHD
(limited=2, extensive=1). 8-year disease free survival were 73.17%. 8-year overall survival were
79.85%.

Conclusion: According to this study, for an acceptable outcome in Thalassemia classm we need better
conditioning and GVHD prophylaxis regimens to decrease cardiopulmonary and liver complications.
The results of SCT showed that it is better than supportive therapy such as transfusion and desferal
therapy.

Key Words: allogeneic stem cell transplantation, Thalassemia class 11, conditioning regimen
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Efficacy of 3-day combination chemotherapy of Docetaxel, 5-Fluorouracil
and Cisplatin in treatment of gastric cancer

Authors: M. Vakili, A. Hossein Faghih, A. Ahmadzadeh Deylami, M. Razavi, J. Moghimi
Address: Tehran. Rasool-e-akram hospital Hematology ward, Niayesh Avenue, Sattarkhan Street

Introduction: Docetaxel-based chemotherapy seems to have considerable effects on gastric cancer
treatment. This study aimed to evaluate the efficacy and safety of 3-day combination of Docetaxel +5-
Fluorouracil +Cisplatin (DCF) regimen as first line treatment in such patients.

Materials & Methods: 33 patients (25 males and 8 females, age range 23-75) with pathological
documented gastric cancer without previous chemotherapy, were classified into three groups: two
underwent surgery followed by radiotherapy plus chemotherapy (SRC) or chemotherapy (SC), and
third treated merely with chemotherapy(C). The chemotherapy regimen consisted of Docetaxel 75
mg/m” on day 1, Cisplatin 70 mg/m’ on day 2, and continuous infusion of 5-Fluorouracil 750 mg/m’
on days 1-3, every 3 weeks. Patients were planned to have averagely 6 cycles of treatment.
Hematological and biochemical evaluation performed throughout chemotherapy (totally 36 months).
Results: A total of 189 cycles were administered. Mean cycle number per patient was 5.72. Of 33
cases, 5 achieved complete response, 16 partial responses, 3 stable disease and 9 developed
progressive disease. Overall response rate of 90%, 72% and 33% were obtained for SRS, SC and C
groups respectively. At median follow up time of 18 months, time to progression (TTP) was 16
months for patients in SRC group, 18 months for patients in SC group, and 14 for C group. Median
overall survival time was 18, 20, and 14 months for SCR, SC, and C groups, respectively. Observed
adverse effects were liver dysfunction, leukopenia, anemia, myalgia, diarrhea, thrombocytopenia and
stomatitis. No renal dysfunction or drug hypersensitivity was found.

Conclusion: 3-day DCF regimen improves survival rate especially in patients undergo surgery.
Moreover, its tolerable side effects indicate it as first line chemotherapy regimen in treatment of
gastric cancer.

Key Words: Gastric cancer, Chemotherapy, Cisplatin, 5-Fluorouracil, Docetaxel
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Gemcitabine/5-FU/ Leucovorine for the treatment of
Advanced pancreatic carcinoma

Author: Dr. Reza Malayeri
Address: Tehran, Department of chemotherapy and oncology, Special Medical Center

Introduction: Until now, there is no standard chemotherapy protocol for pancreatic cancer. As this
disease is very hard to treat and most studies have shown low response rates and survival, we thought
the best treatment should have the least negative impact on the quality of life of these patients.
Materials & Methods: Between 11/2003 and 6/2007 35 chemo-naive patients with different stages of
pancreatic cancer were treated with a chemotherapy protocol consisting of Gemcitabine 1250 mg/m2
on day 1, 5-FU 450 mg/m2 and Leucovorin 100 mg/m2 on days 1-3. The treatment was repeated every
2 weeks. 11 patients had a locally advanced disease and 24 patients had metastasized at time of
diagnosis, mostly to the liver.

Fourteen patients received only 4 cycles of treatment, the total number of 8 was received by the other
21 patients. Toxicity data are available for all 35 patients and no grade III-IV toxicity was seen in the
whole population.

Results: Evaluation of response and survival:

In our patients with stage Il or 4 a partial remission and a stable disease were seen in 19, % and 40%
of the patients, respectively. The patients received no second-line treatment and the progression free
survival and overall survival were 5.5 and 7.5 months, respectively. A median duration of response of
8.5 months was seen in the patients who primarily responded to chemotherapy.

Conclusion: In conclusion the chemotherapy protocol was easy to administer, had a very preferable
toxicity profile and showed good efficacy in this patient population and warrants further investigation,
also in combination with targeted therapies such as erlotinib or bevacizumab.

Key Words: Gemcitabine, Leucovorine, pancreatic carcinoma

v



s Ol 5 deSol g ¢ialeSld gowl jw 085S (ralide

@mb VYAV o Losga YA-Y: o

Oncology Society
eyl Slayy Sblag

w

Evaluation of Thyroid malignancies in Imam Khomeini Hospital,
West Azarbaijan province, Iran

Authors: Ali Enshaei, Rahim Mahmoodlo
Address: Urmia, Imam Khomeini Hospital, Urmia University of Medical Sciences

Introduction: Thyroid Cancer is the most common endocrine malignancy, with worldwide incidence.
It also occurs as a cause of death in Iranian population. Descriptive epidemiology provides a better
understanding of the etiology of cancer and the development strategies. The aim of this study was to
present a descriptive evaluation of primary thyroid cancer in Urmia Imam Khomeini Hospital as a
referral Hospital in west azarbaijan province, Iran.

Materials & Methods: This is a retrospective descriptive study of the charts of 50 patients with the
diagnosis of thyroid malignancy based on pathologic reports in the above- mentioned hospitals from
2002 to 2007. All cases of thyroid cancer reported from 2002 to 2007 in Urmia Imam Khomeini
Hospital were used for this study. Risk factors of patients or other demographic data are collected
from charts and analyzed.

Results: Females to males ratio was six. Patient age ranged from 22 to 82 yr. The mean age of
diagnosis for females (41.5) and was significantly lower than that of males (44.5). Patients with
anaplastic carcinoma presented at older age. Eighty four percent of tumors were papillary, 2%
follicular, 4%hurtel cell, 4% medullary, and 6% were anaplastic. Five (20%) patients presented with
lateral non-thyroidal mass in preoperative examination and in four cases found cancer foci in thyroid
.One male patient (2%) presented with right supraclavicular chronic cervical lymphadenopathy, that
excisional biopsy report was papillary carcinoma .kidney and other organs were normal and there was
no papillary carcinoma in thyroid after total thyroidectomy. One female patient (2%) presented with a
huge cervical mass near 1500 grams. There were multiple microscopic focus of papillary carcinoma
and two month after thyroidectomy the pathologic report for recurrence was anaplastic carcinoma.
Two cases with anaplastic carcinoma had history of previous papillary carcinoma. Two patients had
history of radiation in childhood. 70% patients had history of cold nodule, and 96% were euthyroid
state.

Conclusion: The incidence of Follicular carcinoma is lower in our study. The higher incidence of
undifferentiated carcinoma may be due to long standing thyroidal cold nodules or no treatment to
goiters in iodine-deficient areas. Low dose radiation as a risk factor is not significant in our study and
additional research on the other risk factors for thyroid cancer is needed to explain the incidence of
this cancer.

Key Words: Thyroid malignancies, medullary, follicular, anaplastic carcinoma
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The correlation between level of education and deprerssion
In malignant patients

Author: Mohammad Ali Mashhadi
Address: Azad University (kazeroun branch)

Introduction: The symptoms of depression in malignant patients are a critical condition because the
symptoms of depression and underlying disease could mimic every condition.

Materials & Methods: We evaluated the level of education and relation of this parameter to
depression in malignant patients. We used of Beck Depression Inventory method for detection and
evaluation of depression. Total number of our patients was 100 cases.

Results: The mean age of patients was 40 (25-55), and female to male was 45/55. We evaluated the
level of education and relation of this parameter to prevalence of depression in 100 cases with
malignancy. Patients with illiterate had the lowest prevalence of depression (<5%). And then in junior
high school (> 20%) and the highest prevalence was in high school and college patients (>40%). (P
value < 0.0001)

Conclusion: This study revealed the prevalence of depression in patients with malignancy and level of
education. The lower prevalence was in illiterate patients and the highest prevalence was in high
school and college patients (p value < 0.0001).

Key Words: Depression, Cancer, Beck Depression Inventory, level of education
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Outpatient Stem Cell Transplantation for Multiple Myeloma

Author: Ardashir Ghavamzadeh, Kamran Ali Moghaddam, Abolghasem Allahyari, Akram Karimi,
Arpi Monokian, Monireh Asadi, Roghieh Maheri, Ahmad Reza Shamshiri, Roya Abolhassani,
Soheila Khalilvand, Zahra Shahriari, Ashrafsadat Mousavi, Fakhri Afshar, Ashraf Malek
Mohammadi, Zahra Nasri Moghadam
Address: Tehran University of Medical Sciences, Hematology-Oncology and Stem Cell
Transplantation Research Center

Introduction: The aim was to explore the feasibility and safety and cost-benefit of performing ASCT
on an outpatient.

Methods & Material: Total of 101 patients affected by MM and in CR or PR were selected to receive
ASCT on an out-patient or in-patient. In the in-patient group33, 23 patients received 200 & 140 mg/m’
melphalan as conditioning regimen respectively. In out-patient group 13 patients received 140 mg/m”
and 32 patients received 200 mg/m* melphalan. In out-patient group all the patients were programmed
to go home the day after ASCT and to be rehospitalized in the case of febrile neutropenia or other
sever toxicities. We used caregiver, general physician, staff nurse as an out-patient and visit team and
unequipped routine house of the patients during neutropenia.

Results: median age was 50£7.5 years. Median hospital stays were 21 & 4.5 days in in-patient and
out-patient respectively. There were significant reductions in total cost, hospitalization, parentral
antibiotic, blood product requirement and need for TPN.

Conclusion: We describe management of the patient in his/her house during Aplastic phase .Results
indicate that such a procedure is feasible and safe in patients with median age of 55 years. With an
assessable caregiver, the most frequent cause of readmission in other study were febrile neutropenia
and sever mucositis need TPN. In particular, it is worth nothing that transplant cost, requirement for
blood product and hospital stay decreased significantly.

Key Words: Stem Cell Transplantation, Multiple Myeloma
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Cytarabin and Daunorubicin or Idarubicin in induction
therapy of AML patients in northwest Iran

Authors: Eivazi-ziaei J., Asvadi I., Nikanfar A., Maljaie H, Mahmoudpoor A., Dolatkhah R.
Golchin M., Vaez J.
Address: Tabriz- Hematology Oncology Research Center, Imam Reza Hospital, Tabriz University of
Medical Sciences

Introduction: Acute myeloid leukaemia (AML) is the most common form of acute leukaemia among
adults with an incidence that increases with age. Treatment of acute myelogenous leukemia (AML) is
divided into remission induction and post-remission therapy. Remission induction is usually with
cytarabine and an anthracycline.

Induction therapy of acute myeloid leukaemia (AML) with standard-dose chemotherapy will result in
approximately 64% of patients achieving a complete remission (CR). New drugs which are active in
induction therapy in randomised clinical trials are etoposide, idarubicin and high dose cytarabine.
Matherials & Methods: We studied 80 adult patients with AML diagnosed and treated in Shahid
Ghazi Hematology oncology center from 2005-8. Forty patients treated with cytarabine (100 mg/m?2)
24 hours infusion for day 1-7 and daunorubicin 45 mg/m2 IV for days1-3. The other patients treated
with cytarabine (100 mg/m2) 24 hours infusion for day 1-7 and idarubicin 12 mg/m2 IV for 3 days.
Patients with AML M3 had also received alltransretinoic acid (ATRA) 45 mg /m2 in addition to
chemotherapy. All patients had antibiotic and granulocyte colony stimulating factor (GCSF) and
packed cell or platelet transfusion in the same conditions. Patients on remission had another bone
marrow aspiration after one month for confirmation of remission. Who had remission in second
aspiration had received two consolidation therapy and who had 5-20% blasts in bone marrow (partial
remission) received another course of the previous therapy, who had more than 20% percent blasts
(nonresponsive) had received another suitable protocol. We analyzed response to therapy with SPSS
software.

Results: Regarding our study complete remission, partial remission and nonresponsiveness was 15,
19, and 14 for patients on Duanorubicin and 14, 18, 11 for patients on Idarubicin protocol. (P=0.977)
Conclusion: We had no benefit for Idarubicin containing protocol over Dunorubicin in this study.

Key Words: Cytarabin- leukaemia - Idarubicin- therapy
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The Effective Chemotherapy Regimen for Advanced Unresectable Gastric Cancer

Authors: Attarian H, Ghadyani M, Rezvani H, Abasahl A
Address: Shahid Beheshti University of Medical Sciences, Taleghani Hospital

Introduction: In a prospective multi centric phase II trial, we evaluation the efficacy and unresectable
advanced and metastatic Gastric Cancer.

Materials & Methods: Fifty six patients with locally advanced and metastatic Gastric cancer were
enrolled in this study. Docetaxel, 75mg/m2 in day 1, Cisplatin 75mg/m2 in day 1, 5-fu 750mg/m2 for
day 1-3 with continues infusion with folinic acid support were administered. The above regimens were
given every 3 weeks for total of 6 cycles. The primary end points were time to progression (TTP) and
overall survival (OS).

Results: In 56 assigned patients (male=36, female=20) with median age of 56 year, 40% had already
undergone unsuccessful laparatomy, a total of 247 cucles of above regimen were given. The averages
of received cycles were 5 cycles. In 16 months of follow up 75% of patients showed progression, in
evaluation after 19 months 65% of patients died and overall survival was 10 months. Until this report
19 out of 56 (35%) were alive for more than a year. Times to important toxicity of this regimen were
neutropenic fever in 12% of patients, gastrointestinal toxicity and neuropathy.

Conclusion: Adding Docetaxel to CF significantly improved RR, TTP, and OS. The above results
have associated with brief increase in toxicity, the overall quality of life was better, there fore, DCF
regimen could be one of the standard options for patients with untreated advanced gastric cancers.

Key Words: Advanced Gastric Cancer, Chemotherapy, Docetaxel
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Are Specific Single Chain Fragment Variable
Antibodies a new treatment for tumors?

Authors: F. Nejatollahi, Z. Malek-hosseini
Address: Shiraz University of Medical Sciences, school of Medicine, Dept. of Immunology

Introduction: Recent advances in antibody engineering have made possible the production of human
recombinant antibody fragments in phage display vectors in the form of single chain fragment variable
(scFv). The genes encoding the human heavy (VH) and light (VL) chain variable domains are
amplified and randomly assembled together and then cloned into the minor coat protein gene (g3p) of
M13 filamentous bacteriophage. The resulting library of scFv is expressed on the phage surface as g3p
fusion proteins. The scFvs have been widely used in cancer immunotherapy.

Materials &Methods: Antibody engineering technology was applied to lymphocyte mRNA of a non
immune donor and a scFv library was constructed and selected against HER2/neu. The libraries
reacted with HER2/neu epitopes in ELISA and dot immunoassay. The chains VH/linker/ VL of the
selected scFvs were amplified and cloned into TOPO TA vector. The positive clones were analyzed by
PCR. After purification of amplified DNAs, they were sequenced using a dye termination method.
Results: The VH regions of the specific anti-HER2/neu scFv libraries were derived from VH3 which
were assembled with VKII and VKIII gene families. The amino acid alignment of heavy and light
chains of the antibodies with VH and VL gene families revealed specific changes in some amino acids
that represent binding specificity of the antibody molecules.

Conclusion: The highly specific anti-HER2/neu scFvs show potential for the development of a new
generation of therapeutic anti-HER2/neu reagents. The structural studies that display the compositions
of complementarity-determining regions (CDRs) of specific antibodies would be helpful in the
creation of synthetic antibodies to a key antigen.
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Analysis of overall survival and prognostic factors related to breast cancer
survival of 301 Iranian women with breast cancer

Authors: MohammadReza Mortazavizadeh, HS. Safavi
Address: Yazd, Shahid Sadoughi University, Oncology Department, Shahid Sadoughi Hospital

Introduction: Breast carcinoma is a clinically divers and heterogeneous disease and patients with
breast cancer have a highly variable clinical course and outcome. The aim of the current study was to
evaluate overall survival and the effect of certain prognostic factors on survival in women with breast
cancer from 1999 to 2007 in Yazd in Iran.

Materials & Methods: This is a follow up study that examines the survival of 301 women with a first
diagnosis of breast cancer admitted in the department of medical oncology from January 1999 to
February 2007 in Yazd in Iran. The median age of the patients at diagnosis was 48 years. Patients All
had undergone the standard surgery treatment (Modified radical mastectomy or breast conservation
therapy with radiation and axillary lymph node dissection) and adjuvant chemotherapy and/or
radiotherapy. Survival analysis was conducted using the Kaplan- Meir method and log rank test.
Results: During the study follow up period 101 (33.6%) deaths from breast cancer were observed. The
overall 1 year, 2 year, 3 year, 4 year and 5 year survival was: 95%, 88%, 81%, 74% and 62%. The
number of involved nodes (P=0,000), estrogen and progesterone receptors (P=0.02, P=0.01), tumor
stage (P=0.000), tumor size (P=0.01), presence of initial metastases and presence of metastases during
follow up (P=0.000, P=0.000) and site of metastases (P=0.000) were the important factors influencing
the overall survivial in univariate analysis, whereas ER status (P=0.03, 95% CI = 1.06-3.22), presence
of metastasis during follow up (P=0.000, 95% CI = 3.21-11.34) and the number of involved nodes
(N> 10, P=0.003, 95% CI=1.40-5.37) were the important factors according to the multivariate cox
proportional hazards regression model.

Conclusion: This study shows that the association between lymph node status, ER, PR, tumor stage,
tumor size, presence of initial metastases and during follow up and site of metastases and overall
survival. There was no prognostic difference between age at diagnosis, menopausal status, tumor type,
cerbB2, P53 and family history of breast cancer. Stage should be considered as an important factor in
making decision about screening programs.
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Interpretation of hemoglobins (hemoglobinopathies) analysis by capillary zone
electrophoresis and HPLC

Authors: Mohammad Hassan Khadem Ansari, Farrokh Ghavam
Address: Department of Clinical Biochemistry and Pathology, Urmia Medical School, Urmia, Iran.

Most hemoglobinopathies are due to substitution by mutation of a single amino acid in one of the four
types of polypeptide chains. The clinical significance of such a change depends on the type of amino
acid and the site involved. In clinically significant disease, either the a-chain or the f-chain is affected.
More than 900 variants of adult hemoglobin have been described. The first abnormal hemoglobins
studied and the most frequently occurring have an altered net electric charge, leading to an easy
detection by electrophoresis. There are five main abnormal hemoglobins which present a particular
clinical interest: S, C, E, O-Arab and D.

The Capillarys Hemoglubin electrophoresis intended for the identification of hemoglobinopathies and
thalassemias. Hemoglobin S is the most frequent. It is due to the replacement of one glutamic acid. In
Hb C, one glutamic acid of the B-chain is replaced by lysine.

In Hb E, one glutamic acid of the B-chain (No. 26) is replaced by lysine. In Hb O-Arab, one glutamic
acid of the B-chain (No. 121) is replaced by lysine. In Hb D, one glutamic acid of the B-chain (No.
121) is replaced by glutamine.

Thalassemias constitute a quite heterogeneous group of genetic disorders characterized by decreased
synthesis of one type of the polypeptide chains. The molecular mechanism of this disease has not been
fully described. There are two types of thalassemia syndromes:

Alpha-thalassemias are characterized by the decrease of synthesis of the a-chains, consequently
affecting the synthesis of all normal hemoglobins.

The access of synthesis of the f and y-chains in relation to a-chains includes the formation of
tetramers without any a-chain.

In HPLC method dual program HBA2/F/Alc calibrator is used in conjugation with the dual program
and is intended for the percent determination of A2, F and A,c, and for the detection of abnormal
hemoglobins in human whole blood using ion-exchange high-performance liquid chromatography
(HPLC).
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