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Objective: Currently, the anti-emetic regimen consisting of dexamethasone and palonosetron plus
a NK-1 antagonist or olanzapine is widely recommended in prevention of chemotherapy induced
nausea and vomiting (CINV) for highly emetogenic chemotherapy (HEC). However, palonosetron
and NK-1 antagonist are costly and not accessible for all Thai patients. We sought to evaluate
efficacy  and safety  of  the  additional  olanzapine  to  ondansetron and dexamethasone for  CINV
prevention in patients receiving HEC.

Method:  In  this  randomized,  double-blind,  placebo-controlled,  crossover  study,  we  randomly
assigned chemotherapy-naïve patients receiving HEC, either AC regimen or high dose cisplatin
(>50  mg/m2)  regimen,  to  receive olanzapine(O)  or  placebo(P) in  addition  to  ondansetron  and
dexamethasone.  All  subjects  were  crossed  over  to  another  treatment  arm  on  second-cycle
chemotherapy. The primary endpoint was complete response (CR) rate defined as no vomiting and
no use of rescue drugs.

Results:  At first cycle, CR was 69% among the 32 patients in O arm and 25% among the 32
patients  in  P arm,  p<0.001.  CR was significantly  better  with  O in  acute phase(75% vs.  31%,
p<0.001) and delayed-phase(69% vs. 43%, p=0.038). No nausea rates in O group were also lower
in all periods (24h; 78% vs. 44%, p=0.01, 24-120h; 68% vs. 44%, p=0.044, overall; 65% vs. 38%,
p=0.024). In analysis after two crossover antiemetic regimens, CR was significantly improved in
patients receiving O compared to P in acute phase(72% vs. 33%, p<0.001), delayed-phase(67%
vs. 38%, p<0.001) and overall period(67% vs. 25%, p<0.001). No nausea rates were better with O
in all periods(24h; 73% vs. 45%, p=0.001, 24-120h; 59% vs. 37%, p=0.001, overall; 56% vs. 31%,
p<0.001).  In  crossover  analysis  using  visual  analog  score(VAS),  the  patients  with  O  had
significantly  lower  mean  VAS  in  nausea  and  fatigue  but  higher  mean  VAS  in  appetite  and
sleepiness.  There  were  no grade  3 and 4 antiemetic-drug-related  toxicities.  Mean QT interval
change did not differ between two drugs(-4.30 ms vs. -1.86 ms, p=0.69). The O combination was
preferable to P in 52 of 60 patients, p<0.001.

Conclusions: Without  the  NK-1  antagonists,  the  additional  olanzapine  to  ondansetron  and
dexamethasone significantly improved CINV prevention and was safe in Pt receiving HEC.
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Objective: To evaluate efficacy of olanzapine with real-life practice antiemetic drugs; ondansetron
and dexamethasone,  for  CINV prevention from doxorubicin  plus cyclophosphamide regimen in
early stage breast cancer patients.

Method:  In  a randomized,  double-blind,  placebo-controlled trial,  we compared olanzapine with
placebo  in  combination  with  ondansetron  and  dexamethasone,  in  early  stage  breast  cancer
patients receiving doxorubicin plus cyclophosphamide. The patients received olanzapine 10 mg
orally or matching placebo on day 1 through day 4. All patients received ondansetron 8 mg and
dexamethasone  20  mg  intravenously  30  minutes  before  chemotherapy  administration  then
dexamethasone 10 mg daily per oral from day 1 though day 4. The primary end point was no
nausea rate in the early period. The secondary end points were no nausea rate in the delayed and
overall period and a complete response (no vomiting and no use of rescue drug). Outcomes were
determined by self-reported daily records of episodes of vomiting or retching, use of rescue therapy
and  daily  levels  of  nausea  according  to  a  visual-analogue  scale  from  the  first  cycle  of
chemotherapy.

Results:  Total 39 patients were randomized in 1:1 ratio to receive olanzapine (20 patients) and
matching  placebo  (19  patients).  There  were  significantly  greater  proportions  of  patients
without nausea in the olanzapine group (50%) than the placebo group (10.5%) in both early and
overall  periods (P=0.008).  In the overall  period,  there were 30.0% and 0% of  patients  without
nausea in the olanzapine and the placebo groups, respectively (P=0.009). In the early period, there
was significantly more complete response rate in the olanzapine group (75.0%) than the placebo
group  (36.8%)  (P=0.016).  Overall  treatment-related  adverse  events  were  not  different, except
somnolence was more common in the olanzapine group.

Conclusions: Olanzapine  10  mg  combined  with  ondansetron  and  dexamethasone  was  more
effective than placebo for CINV prevention from doxorubicin plus cyclophosphamide in early stage
breast cancer patients, especially in the first 24 hours after chemotherapy administration. The short
duration of olanzapine was safe and well tolerated.
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Background:  Beside established anti-cancer treatment, dietary modification is one of the most
concerning issue aiming for reducing chance of colorectal cancer (CRC) recurrence. Many studies
from western showed relationship between shorten survival and greater amount of Western diet
(Meat, processed meat). Given that Thai food is dissimilar to the western diet, we performed the
study to explore association between dietary pattern and disease recurrence among Thai CRC
patients.

Method:  Early-stage  CRC patients  who had  disease-free  at  2  years  or  patients  with  disease
recurrence within 2 years were enrolled to interview about dietary lifestyle. Quantitative comparison
in  individual  food  groups  among  patients  with  disease-free  and  recurrence  was  performed.
Proportion of patients with recurrence and disease free survival was compared between the lowest
and highest tertile of each dietary patterns.

Results:  162 CRC patients were enrolled (96; disease-free and 66; recurrence). There was no
significant  difference  in  terms  of  demographic  and  tumor  parameters  among  patients  with  or
without  disease recurrence.  From the questionnaire,  45 food items were classified to  12 food
groups  according  to  similarity  in  nutritional  profile.  There  was  higher  recurrence  rate  among
patients who consumed high amount of  processed fruit  compared to patients who have never
eaten with odd ratio of 6.32 (95% CI; 2.2-18.5, p < 0.01). From factor analysis, meat/carbohydrate,
vegetarian and processed fruit/fast-food pattern were identified as major dietary patterns. There
was no significant association between amounts of intake in individual dietary patterns with CRC
recurrence.

Conclusions: According  to  Thai  dietary  lifestyle,  there  was  no  association  between
meat/carbohydrate dietary pattern, processed fruit/ fast-food pattern as well as vegetarian pattern
to impact on CRC recurrence. Greater amount of processed fruit consumption may relate to poorer
outcome.
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Background:  Hypothyroidism was a known and common side effect from multikinase inhibitors
notably in sunitinib, pazopanib and sorafenib. The goal of this study was to explore risk factors in
developing hypothyroid and whether the occurrence of this endocrine adverse event (AE) leading
to better survival outcomes.

Method:  Seventy-one  renal  cell  carcinoma  (RCC)  patients  and  136  hepatocellular  carcinoma
(HCC)  patients  were  retrospectively  analyzed.  Data  relating  to  the  treatment  course  and
development of hypothyroid were collected, extracted and presented in separate cohort.

Results: The incidence of hypothyroidism was 47.8% in RCC patients treated with either sunitinib
or pazopanib. For HCC patients whom received sorafenib, the incidence of hypothyroidism was
31.8%. We found no factor significantly associated with hypothyroidism in RCC patients.  HCC
patients whom had duration of treatment of less than 3 months tend to develop hypothyroidism.
There was no significant association between the development of hypothyroid and PFS or OS in
RCC patients. In HCC group, euthyroid patients had statistically significant longer mPFS [7.6 vs.
2.2 months; HR = 6.38; 95%CI 1.87-21.8; p = 0.003] and mOS (16.9 vs. 5.2 months; HR = 22.96 ;
95%CI 4.45-118; p = 0.<001) than the hypothyroid group.

Conclusions: Hypothyroid is the most common endocrine AE of multikinase inhibitors. There are
no significant clinical factors associated with the development of hypothyroid.  This AE might serve
as a good predictive marker for multikinase inhibitors treatment in HCC patients and their survival
outcomes. The larger cohort is needed to confirm this evidence.
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Background:  While  prognosis  of  recurrent/metastatic  (R/M)  nasopharyngeal  cancer  (NPC)
patients  remains  poor,  data  of  tolerability  and  toxicity  of  R/M patients  who  received  systemic
chemotherapy was limited and not well-reported.  Thus,  we retrospectively evaluated tolerability
and efficacy of palliative chemotherapy for R/M NPC patients.

Method: NPC patients were identified thru the Ramathibodi Cancer Registry and Head and Neck
Cancer  Research  University  Network  databases.  Patients  with  metastatic  at  diagnosis  and
relapsed after initial treatments were included. Patient characteristics, treatment modalities, toxicity,
tolerability, and survival outcome were retrospectively abstracted. Tolerability of chemotherapy was
defined by dose reduction, hospitalization, delayed, and/or termination of chemotherapy.

Results:  A total of 144 R/M NPC patients were eligible for analysis. In metastatic at diagnosis
group (n=46), bone (52%) and liver (41%) were the most common site of metastasis. In patients
with  relapsed (n=98),  locoregional  recurrence was observed in  31 patients  (30%),  and distant
metastasis was 67 patients (66%). There was no difference in baseline characteristics between
both  groups.  Patients  with  metastasis  at  presentation  had  shorter  OS  when  compared  with
locoregional  group  (12.3  vs  26.7  months;  p=0.014).  A total  of  99  R/M patients  who  received
palliative  chemotherapy  (69%),  while  31  patients  (22%)  did  not.  In  1st  line  setting,  doublet
chemotherapy was preferred (85.9%). Median OS of R/M patients who received 1st line doublet
chemotherapy was significantly longer than monotherapy (18.2 vs 7 months; p= 0.022). There was
no different between cisplatin- and carboplatin-based chemotherapy (17.4 vs. 19 months; p=0.37).
No significant  difference  between  the  metastasis  and  relapsed  groups  was  observed  in  dose
reduction (p=0.61), delay of chemotherapy (p=0.51), interruption (p=0.57), hospitalization during
CRT (p=1.00), or termination of treatment (p=0.256).

Conclusions: Metastatic NPC patients had better survival benefit when received more lines of
chemotherapy. Chemotherapy for R/M NPC was well tolerated although it  might be delayed or
interrupt.  Doublet  chemotherapy  provided  more  survival  benefit  than  single  agent  in  1st  line
treatment of R/M NPC. Efficacy of cisplatin and carboplatin based chemotherapy were comparable.
Further phase III trials of 2nd or later line chemotherapy for R/M NPC patients are needed.
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Background:  Adjuvant chemotherapy (AC) is not standard of care but commonly utilized after
concurrent chemoradiotherapy (CCRT) in locally advanced nasopharyngeal carcinoma (LA-NPC).
Prospective  randomized  studies  showed unclear  overall  survival  benefit  of  AC compared  with
active surveillance (AS). Retrospective study was conducted to evaluate the survival benefit of AC
in Thai population.

Method:  Retrospective medical  record review of histologically confirmed LA-NPC patients who
underwent definitive CCRT at Siriraj Hospitals between 2008 - 2017 were conducted. Baseline
patient characteristics, treatment modality and survivals were abstracted. Patients who received
AC were  compared  with  AS  patients.  The  primary  objectives  were  overall  survival  (OS)  and
disease-free survival (DFS). Toxicities were also analyzed. The Kaplan-Meier with log-rank test
were used for analysis. A p-value less than 0.05 was used to indicate statistical significance. All
statistical tests were two sided.

Results: Median follow up time was 60.4 months. A total of 290 LA-NPC patients were included.
Median age was 50.4 years old (range 16-77).  241 patients (83%) received CCRT plus AC while
49 patients received CCRT alone. Predominately AC was the combination of cisplatin and 5FU
(90%). Survival analysis showed significant difference between patients who received and did not
receive AC. Median DFS in AC arm was 120.03 months vs 58.43 months in AS arm (HR 0.41, 95%
CI 0.25-0.66; p < 0.001) Median OS in AC arm was not reached (NR) vs 65.53 months in AS arm
OS (HR 0.43, 95% CI 0.26-0.69; p = 0.001). Age and clinical staging were significantly related to
OS and DFS. Weight loss and decline of renal function were noticed but not statistically significant
between two groups.

Conclusions: AC should be considered for patients with LA-NPC who completed definitive CCRT.
However,  with  a  small  patient  number and retrospective in  nature.  We need more patients  to
validate our result. Multi-center collaboration is necessary.
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Background: Squamous cell carcinoma of head and neck (SCCHN) is one of the most prevalent
cancer  among  urban  Thais.  Patients  with  very  early  disease  can  be  curable  with  surgery  or
radiation alone; however most of  the patients present with locally advanced disease and need
multi-modality management for definitive treatment including surgery with adjuvant radiotherapy or
chemo-radiotherapy,  definitive chemo-radiotherapy with or without  induction chemotherapy.  The
outcomes of such multi-modality management have yet been determined.

Method:  The retrospective descriptive analysis of  patients with  SCCHNC who were treated in
Vajira  hospital  during  was  conducted.  Patients  with  cutaneous  squamous  cell  carcinoma  and
carcinoma  of  nasopharynx  and  paranasal  sinuses  were  excluded.  Baseline  characteristics
including age, sex, smoking or not smoking, primary site of tumor (oral cavity (OR), oropharynx
(OP), hypopharynx (HP), supraglottic/transglottic larynx (SL) and glottic larynx (G)), AJCC TNM
staging, pathological tumor differentiation, modality of definitive treatment received, time from start
to  finishing  radiotherapy,  response  to  definitive  treatment  and  serious  toxicities.  The  primary
objectives were to determine OS and 3-year OS of the whole studied population and by primary
tumor  sites.  Secondary  objectives  were  to  determine  PFS,  independent  factors  of  survival,
response to induction chemotherapy and prevalence of serious toxicities during treatment.

Results:  There were 216 patients. Medium follow-up was 51.49 months. Median age was 58.8
months (IQR 23.7-85.7). Most of the patients were male (182, 84.3%) and smokers (173, 80.1%).
Twenty three patients (10.6 %) presented with stage I, 25 (11.6 %) stage II, 39 (18.1 %) stage III,
95 (44 %) stage IVa and 34 (15.7 %) stage IVb. The modality of treatments included surgery only in
8 patients (3.7 %), RT only 31 (14.3%), surgery and adjuvant RT/CCRT 47 (21.8 %), definitive
CCRT 70 (32.4 %) and induction chemotherapy and definitive  CCRT 54 (25%).  OS was 24.1
months (IQR 14.3-50.1) and 3-year OS was 52.2% (95%CI 45%-59%). The number of patients (N,
%) and 3-year OS (%, 95%CI) by primary sites were OC (50, 23.1%; 44.1% (30-58), OP (66,
30.6%,  46.7(34-59),  HP (31,  14.4%; 40% (23-57),  SL (24,  11.1%;  54.8% (29-74),  and G (45,
20.8%; 74.8%(58-86).  The independent prognostic factors of inferior survival were T4 lesions, OC
and HP primaries and failure to definitive treatment. The response rate to induction chemotherapy
was 72.2%; however it did not contribute to improved survival. 

Conclusions: The outcomes of patients in the study was comparable to previous studies. Patients
with T4 lesions, OC and HP primaries and failure to definitive treatment are associated with inferior
survival. Such patients need further studies to determine novel multi-modality managements.
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Objective:  To determine the efficacy and toxicity profile of gemcitabine plus low dose cisplatin
according to ABC-02 trial in patients with locally advanced/unresectable or metastatic biliary tract
cancer.

Method: Retrospective design, single institution study. From September 2010 to December 2015,
223  patients  who  were  diagnosed  with  biliary  tract  cancer  (locally  advanced/unresectable  or
metastatic disease) by at least radiologic confirmation were received cisplatin 25 mg/m2 by 1 to 2 h
intravenous infusion and gemcitabine 1000 mg/m2 by short 30-min infusion on d 1 and 8 every 3
weeks were analysed. Primary endpoint was overall response rate (ORR). Secondary endpoints
were overall survival, progression-free survival, and toxicity.

Results: From 223 patients, there were 135 males and 88 females, median age 58 years (range
35-81), median ECOG PS 1 (range0-2), 205 were cholangiocarcinoma (91.9%). Overall response
rate was 20.64% (CR 0.64%, PR 20.17%). Median overall survival was 9.7 months, and median
progression-free  survival  was 5.2  months.  High  grade  hematologic  toxicities  were  neutropenia
(23.8%), anaemia (17.04%), and thrombocytopenia (2%). Non-hematologic toxicities were mild.

Conclusions: Gemcitabine plus low dose cisplatin according to ABC-02 trial are acceptable option
in first line treatment of locally advanced/unresectable or metastatic biliary tract cancer.
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Background:  Cisplatin-gemcitabine  is  the  standard  chemotherapy  for  advanced/unresectable
cholangiocarcinoma (CCA). However, there is no head-to-head trial between gemcitabine (GEM)
and fluorouracil (FU)-based regimen in this setting. This study aimed to compare the difference in
overall survival among patients with advanced CCA with GEM versus FU-based chemotherapy.

Method:  Data of patients with advanced CCA who were treated with either GEM or FU-based
regimen between 2009-2015 at Srinagarind Hospital, Khon Kaen University were retrospectively
reviewed.  Data  were  collected  regarding  patient,  disease,  and  treatment  variables.  Outcomes
included overall survival, response rate, and toxicity profile.

Results:  Out of  224 patients,  143 patients  (63.8%) received FU-based chemotherapy and 81
(36.2%) received GEM-based regimen. Overall survival was not significantly different between the
FU arm vs the GEM arm (9.6 vs 9.0 months, p=0.20). In patients with measurable disease at
baseline, the overall response rate was 24.4% vs 26.2% (FU vs GEM; p=0.32); disease control rate
was 24.4% vs 30.9% (p=0.50). In the FU vs GEM arms, neutropenia occurred in 6.3% vs 38.3%,
thrombocytopenia 0% vs 3.7%, and elevated ALT/AST 3.5% vs 2.5%.

Conclusions: The overall survival and response rate for advanced CCA patients receiving GEM-
based  and  FU-based  chemotherapy  were  comparable.  GEM-based  regimen  resulted  in  more
neutropenia and thrombocytopenia.

© by Thai Society of Clinical Oncology

Abstract



The Thai @ancer
By Thai society of clinical oncology

Evaluation  of  treatment  efficacy  in  advanced  hepatocellular
carcinoma patients receiving sorafenib or cytotoxic chemotherapy
in Phramongkutklao hospital; a retrospective study

Chonnipa Ruansan, Siriwimon Saichaemchan, Kasan Seetalarom, Naiyarat 
Prasoongsook. Khunthong Pechatanan
Medical Oncology Unit, Department of Medicine, Phramongkutklao Hospital and 
College of Medicine.

The Thai Cancer, 2018, 31.61.010

Background:  Hepatocellular carcinoma (HCC) is the most common primary hepatic malignancy
and the most common cause of death about 15,305 peoples in Thailand 2014. Prior to the 2008
cytotoxic  chemotherapy  were  the  therapeutic  mainstay  for  advanced  HCC  but  currently  the
standard treatment was sorafenib that increased overall survival. There have been very few studies
supporting  efficacy  for  chemotherapy  compared  to  sorafenib  in  this  setting.  We assessed the
efficacy of sorafenib compared with chemotherapy in advanced HCC.

Method: From January 2007 to December 2016, 154 patients with advanced HCC were reviewed
retrospectively. Fifty-five patients received sorafenib and 99 patients received chemotherapy. We
evaluated progression-free survival (PFS) for primary end point. Secondary end points were overall
survival, response rate (RR) and toxicity.

Results: Median PFS of sorafenib was 5.0 months (95% CI 2.8-6.4) versus 2.1 months (95% CI
1.7-3)  for  chemotherapy  (p=0.001).  Sorafenib  significantly  increased  the  disease-control  rate
(DCR) by 50.9% and 25.3% in chemotherapy group (p=0.001). Median OS was 8.0 months (95%
CI 7.0-12.9) and 4.9 months (95% CI 4.4-5.9) for sorafenib and chemotherapy groups, respectively
(p=0.067).  Toxicities  from  sorafenib  were  all  grade  hand-foot-syndrome  61.8%  and  all  grade
diarrhea 38.2%. On the other hand, the chemotherapy group was higher in all grade neutropenia
13.2%.

Conclusions: Advanced  HCC  patients  received  first-line  palliative  treatment  with  sorafenib
increased median PFS and response rate when compare with chemotherapy but overall survival
did not significantly different.
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Background: Hereditary non-polyposis colorectal cancer (HNPCC) or Lynch syndrome is the most
common hereditary colorectal cancer , it is caused by germline mutation in DNA mismatch repair
(MMR) genes (MLH-1, PMS-2, MSH2, and MSH6). Identification of the newly diagnosed HNPCC
patients is important and cost-effective in the aspect of patient outcomes and public health. We
designed this study to use p16 and BRAF immunohistochemistry  (IHC) for screening sporadic
MLH-1  deficient  patients  from the  germline  MLH-1  mutant  patients.  We  also  investigated  the
clinicopathological  characteristics  between deficient-MMR and proficient-MMR groups and their
survival outcomes.

Method:  The patient’s FFPE tissue blocks with loss of MLH-1 were tested for p16 and BRAF
immunohistochemistry. All patients were also tested for germline MLH-1 mutation. The correlation
between IHC and mutation study was assessed later. The correlation between clinicopathological
data, mismatch repair status and survival outcomes were analyzed.

Results: In 37 out of 196 colorectal cancer patients had deficient-MMR status and 22 from the 37
patients had loss of MLH-1 expression by IHC. We investigated 15 from the 22 patients whom
tissue  archives  were  available  for  screening  by  p16  and  BRAF  immunohistochemistry.  Eight
patients with positive IHC tests and 1 patient with negative IHC tests were analyzed for germline
MLH-1 mutation. Only the patient with negative IHC testing consistently showed negative germline
MLH-1  mutation  testing.  The  p16  and  BRAF  IHC  testing  had  sensitivity  of  100%,  with  50%
specificity. The colorectal cancer staging is balanced between both deficient-MMR and proficient-
MMR groups, but the survival is better in deficient-MMR group, consists with the previous studies.

Conclusions: In patient with MLH-1 loss, p16 and BRAF testing can correctly exclude sporadic
deficient-MMR  with  100%  negative  predictive  value.  This  can  expedite  the  initiation  of  new
screening before germline MLH-1 mutation testing. Patients’ survival were longer in deficient-MMR
patients compared with proficient-MMR patients. However, this is a small study and we believe that
a larger trial is warranted to confirm the results.
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Background:  Tumor-infiltrating lymphocytes (TILs), one of immunological biomarkers have been
investigated in breast cancer and other cancers. High levels of TILs or lymphocyte-predominant
breast cancer subgroup (LPBC) were associated with better prognosis in HER2 positive and triple
negative breast cancers from various studies. However, limitation of TILs in HER2 positive women
in Thai ethnicity was reported. So, the aim of this study was to evaluate TILs in combination with
clinical values as the prognostic value for predicting the recurrent breast cancer in Thai population.

Method: Four hundred and eighty-six patients with early stage HER-2 positive breast cancer who
were diagnosed and treated at King Chulalongkorn Memorial Hospital from January 1, 2005 to
December  31,  2016  were  reviewed  retrospectively.  Clinico-pathological  features,  stromal  TILs
classified as low, intermediate and high, and survival outcomes were analyzed.

Results: The median age was 52 years (26-85). 56% had postmenopause, 54.5% had T2 tumor,
47.7% had node negative, 66.8% had stage I-II disease, 44.6% had lymphovascular invasion, and
47.5% had  positive  hormonal  receptor.  For  the  primary  treatment,  67.3% underwent  modified
radical mastectomy, 96.5% received neoadjuvant/adjuvant chemotherapy, 69.7% received adjuvant
trastuzumab, 46.7% received adjuvant hormonal therapy. In 92 recurrent patients (18.9%), distant
metastasis was identified in 67.4%. In 100 available tissues for evaluating stromal TILs, only 14%
had high stromal TILs (at least 50%) and 46% had recurrent disease. Twenty three of 39 (59%) in
low stromal TILs group had disease recurrence while only 4 out of 14 (28.6%) in high stromal TILs
had recurrent disease. Median percentage of stromal TILs in recurrent and non-recurrent group
was  17.5%  and  27.5%,  respectively.  From  multivariate  analysis,  high  stromal  TILs  (HR  0.52
[95%CI 0.32-0.85]; p = 0.01) and trastuzumab used (HR 0.39 [95%CI 0.25-0.61]; p <0.001) were
associated with decreased risk of recurrences. After median follow up of 4.1 years, 5-years disease
free survival (DFS) and 5-years overall survival (OS) were 80.9%, 86.8%, 69% and 92.6%, 91.5%,
94.5% in overall populations, trastuzumab and non-trastuzumab used group, respectively.

Conclusions: High stromal TILs and trastuzumab used were statistically  significant  prognostic
values for predicting disease recurrence in HER-2 positive early breast cancer.
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receptor  in  recurrent  breast  cancer  in  King  Chulalongkorn
Memorial Hospital
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Background: Urokinase-type plasminogen activator system is associated with extracellular matrix
degradation, an essential step of cancer cell invasion and metastasis. Level of serum urokinase
plasminogen activator receptor(suPAR), one of the key molecules in this system, has been shown
to correlate with tumor burden in breast cancer. Hence, suPAR could be potential biomarker of
recurrent breast cancer. This study aims to determine diagnostic role of suPAR in detection of
recurrent breast cancer.

Method: One hundred and thirty-five breast cancer patients who had completed primary treatment
were enrolled during 1-year period of time. Thirty-eight were in newly-diagnosed recurrent group
and 97 were in non-recurrent group (control group). Blood test for suPAR, CEA, and CA153 were
analyzed for sensitivity and specificity for diagnosis of recurrence. Baseline characteristics, staging,
previous treatment, and survival data were also collected for further analysis.

Results: Most of the patients (53%) had stage II disease and 29.6% had stage III at the diagnosis.
Sixty percent of them had hormone receptor positive and HER2 negative, 23% had HER2 positive,
while 5.9% was triple negative. In recurrent group, distant metastasis was found in 79%. Median
time from primary treatment to blood testing was 43 months. Level of suPAR in recurrent group
was  significantly  higher  compared  to  control  group  with  median  2846 pg/ml  and  1875  pg/ml,
respectively (p<0.001).  Median levels of  local  recurrent  and distant  metastasis  were 2396 and
3090 pg/ml. The sensitivity and specificity for diagnosis of recurrent breast cancer of suPAR were
68% and 78% at cut off of 2392 pg/ml. While combination of CEA and/or CA15-3 has sensitivity
and specificity  of  52.8% and 92.8%. Subgroup analysis  found suPAR in triple negative subset
demonstrated sensitivity and specificity of 100%, while initially stage N3 (sens 75%, spec 100%)
and PR negative (sens 76.5%, spec 87%) subsets also revealed higher diagnostic value compared
to total population. Diagnosis with CEA and CA153 did not seem to vary in performance in any
subgroup.

Conclusions: In recurrent breast cancer patients, suPAR level increased significantly regardless
of local or metastatic disease. Sensitivity for the diagnosis was better than CEA and CA153 in
combination with cut-off at 2392 pg/ml. SuPAR is a promising diagnostic marker for diagnosis of
recurrent disease, especially when using in stage3, triple negative, and PR negative subgroups.
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Objective:  To evaluate demographic, clinical,  and pathologic characteristics of RCC diagnosed
and treated at Ramathibodi hospital.

Method:  We retrospectively reviewed 281 medical records of RCC patients at the Ramathibodi
hospital  between  January  2009  and  December  2017  include  baseline  characteristic,  type  of
treatments and treatment outcomes. All analyses were performed with Stata software, version 14.2

Results: A total of 281 RCC patients were identified. The median age was 59.1 years, and most of
the patients were male (74.7%). Half of the patients presented with stage I (43.3%) followed by
stage IV (27.3%) at the diagnosis.  The common histological subtype was clear cell carcinoma
(77.9%), and non-clear cell  was 17.1%. Recurrent of the disease occurred in 25% of patients.
There were 127 metastasis RCC patients. Among mRCC patients, clear cell subtype was 70.1%.
All patients were categorized by IMDC prognostic model and MSKCC risk score. Most of them
were an intermediate risk group (51.2%/58.3%), followed by poor risk group (29.1%/22.8%) and
good risk group (14.2%/12.6%). Patients were treated with sunitinib (39.4%), pazopanib (26%),
mTOR inhibitor (1.6%), sorafenib (1.6%), best supportive care (26.8%) and others (4.7%). About
41.7% of mRCC were received second-line treatment and 16.5% received later-line. There were 19
patients received cytoreductive nephrectomy.  Median OS was 24 months in the treatment group
and only 4.1 in the best supportive care group (p <0.05). The median OS was 35.3 months in
sunitinib (N=50) and 17.3 months in pazopanib (N=33) (p=0.0328), but there were the imbalanced
in assessment of the second line (62% vs. 57%) and later line of treatment (28% vs. 18%) in
sunitinib compared with pazopanib group. And no difference in compliance and adverse effect
between sunitinib and pazopanib.

Conclusions: From this study, we could confirm the benefit of targeted therapy in mRCC. There is
the  difference  in  overall  survival  in  first-line  treatment  in  our  study  but  non-difference  in  PFS
outcome. And in this study the adverse effect was tolerable.

© by Thai Society of Clinical Oncology

Abstract



The Thai @ancer
By Thai society of clinical oncology

Level of cyclin D1 expression in non-small cell lung carcinoma
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Background:  East Asian lung cancer is dominated by EGFR driven non-small cell lung cancer
(NSCLC). Though less common, KRAS mutation lung cancer in East Asian population remain a
major challenge in both diagnosis and treatment. Here we report the prevalence of KRAS mutation
and nuclear cyclinD1 intensity in correlation with the KRAS mutation status.

Method: We first search for NSCLC without EGFR mutation and ALK rearrangement from patients
treated  during  2014 and  2017 at  the  King  Chulalongkorn  Memorial  Hospital.  Then  we further
analyzed for KRAS mutation with the FDA approved Cobas test and determined the expression of
cyclinD1.  Clinical  and pathological  characteristics  including  demographic  data,  smoking status,
staging were analyzed in  correlation with  the status of  KRAS mutation and the expression of
cyclinD1.

Results:  There were 95 EGFR wild-type and ALK-negative lung cancer patients included in this
study. Among these patients, we selected 25 from 95 (26%) had KRAS mutation and 27 from 95
(28%) has KRAS wild  type in their  tumor tissue to determine for cyclinD1 expression.  Clinical
characteristics  of  this  KRAS  mutation  NSCLC  included  more  male  (p=0.001),  more  smoker
(p=0.005).  There  was a  trend  of  poorer  overall  survival  in  KRAS NSCLC than  without  KRAS
mutation (p=0.053).  We found a significantly  higher level  expression of  cyclinD1 measured by
intensity of staining in KRAS mutant vs wild-type, 64.5% and 49.3%, respectively (P =0.03).

Conclusions: We found a moderate prevalence of KRAS mutation in NSCLC in Thailand. Clinical
characteristics of these patients are similar to those of Caucasian. Greater expression of cyclinD1
was  detected  and  may  serve  as  a  useful  biomarker  for  targeted  therapy  targeting  cell  cycle
proteins.
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Plasma T-cell-derived circulating  DNA level  in  advanced stage
non-small cell lung cancer is not correlated with tumor-infiltrated
lymphocyte but has a potential of prognostic value
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Background:  Non-tumor  derived  circulating  DNA (nt-cirDNA)  of  advanced non-small  cell  lung
cancer (NSCLC) patient,  even not  yet  clear  originated,  was associated with  prognosis.  In  this
study, we investigated whether T-cell-derived circulating DNA (T-cirDNA) was the majority part of
nt-cirDNA nor correlated with tumor-infiltrating T-lymphocyte (T-TIL). Prognostic impact including
demographic characteristics were integrated into the model.

Method:  Using semi-quantitative real-time PCR with Taqman assay specific to VDJ segment of
TCRβ (T-cell-receptor beta chain) was used to represented amount of T-cirDNA in plasma of 106
advanced  stage  NSCLC.  Quantitative  CD3-specific  immunohistochemistry  (IHC)  staining  from
biopsy specimen, represented T-TIL, was done using Aperio ImageScope.

Results: T-cirDNA was detected in seventy-three advanced NSCLC patients with a median of 1.71
pg/ml [range 0 - 2.23x103]. Forty-six patients were assessed for T-TIL with a median CD3 0.22 cell/
mm2 [range 0.02-2.34]. No correlation was found between T-cirDNA and T-TIL. From multivariable
analysis, active smoking status was the only factor correlated with low T-cirDNA level (P<0.001).
Kaplan Meier survival analysis of T-cirDNA ratio (T-cirDNA/total cirDNA) shown a trend of favor
prognostic  outcome for  high  T-cirDNA ratio  (more  than  0.03  %),  HR 0.67  [95% CI  0.43-1.04,
P=0.07] .

Conclusions: Plasma T-cirDNA component revealed a trend of prognostic impact in advanced
stage non-small-cell cancer patients.
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Background: The prognostic value of PD-L1 expression and its clinical relevance of NSCLC with
and without EGFR mutation is controversy and the impact of PD-L1 expression as the predictive
biomarker for EGFR-TKIs treatment is needed to explore.

Method:  We  retrospectively  reviewed  and  analyzed  programmed  death-ligand  1  (PD-L1)
expression in advanced non-small cell lung cancer (NSCLC). PD-L1 immunohistochemistry, clone
22C3 frompharmDx assay was used. The PD-L1 positive was defined by tumor proportion score
(TPS) > 1%.

Results:  204 patients were included and stained for PD-L1 IHC analyses. Patients with positive
PD-L1  expression  had  increased  numbers  of  metastatic  sites  (P=0.009)  and  increased  lung
metastasis (P=0.045) compared to PD-L1 negative patients. Overall survival (OS) was longer in
PD-L1  negative  patients  (22.7  months)  compared  to  PD-L1  positive  groups  (13.6  months)
(HR=1.48; P=0.03). Median OS were significantly different with the number of 7.2, 11.1, 25.7, 42.6
months  in  EGFR-/PD-L1+,  EGFR-/PD-L1-,  EGFR+/PD-L1+  and  EGFR+/PD-L1-  ,  respectively
(P<0.001). Among EGFR positive patients, mOS of T790M-/PD-L1+, T790M-/PD-L1-, T790M+/PD-
L1-, and T790M+/PD-L1+ were 22.1, 28, 42.6 and 48.4 months, respectively (P=0.03).

Conclusions: PD-L1 expression was associated with poorer survival outcomes among advanced
NSCLC patients regardless of EGFR mutation status. PD-L1 expression is also the potential of
predictive  biomarker  for  EGFR TKIs  treatment.  The  larger  studies  are  needed  to  identify  the
prognostic and predictive values in T790M mutation population.
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Background:  Disparity  in  stages  of  non-small  cell  lung  cancer  (NSCLC)  may  be  affecting
treatments and variable outcomes especially in early stage NSCLC (stage Ia-IIIa). We determined
clinical  characteristics,  treatments  focused  on  platinum  based  chemotherapy  and  prognostic
factors for survival at Phramongkutklao hospital.

Method: We reviewed database of 216 patients who were diagnosed early stage NSCLC between
January  2003  and  December  2013  at  Phramongkutklao  hospital.  The  clinical  characteristics,
pathological  features  and  treatments  were  collected  and  analyzed.  Period  prevalence  was
calculated  by  descriptive  statistics,  cox  proportional  hazards  model  and  hazard  ratios  (HRs)
including a stepwise backward procedure were used to estimate survival.

Results:  A total  of  1,550  patients  who  were  diagnosed  NSCLC between  January  2003  and
December 2013 at Phramongkutklao hospital,  216 patients (14%) were diagnosed early stage.
Stratified by stage found stage Ia 35%, stage Ib 13%, stage IIa 8%, stage IIb 11% and stage IIIa
33%. The median follow-up time was 36.6 months. 5-year disease free survival (DFS) rate were
33.8% and overall survival (OS) rate were 48.9% respectively. In univariate analysis revealed total
smoke ≥ 20 pack-year, ECOG performance status ≥ 2, stage IIIa, poorly differentiated histology
grading, lymphatic-vascular & perineural invasion were associated with decrease OS and DFS,
however in multivariate analysis the only significant prognostic factor that affected were stage IIIa
disease and poorly differentiated. According to adjuvant chemotherapy treatments, there was no
statistical difference between cisplatin versus carboplatin-based regimens.

Conclusions: Only one of seventh of NSCLC patients were found early stage, however 5-year OS
rate  remained  poor.  Factors  that  affected  shorter  survival  were  higher  stage  (stage  IIIa)  at
diagnosis  and  poorly  differentiated  histology  grading.  Adjuvant  chemotherapy,  platinum based-
regimens could be increase OS and DFS.

© by Thai Society of Clinical Oncology

Abstract


