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# # 5674655230 : MAJOR HEALTH DEVELOPMENT

KEYWORDS: DEXAMATHASONE / HYPERSENSITIVITY REACTION / PACLITAXEL / OVARIAN CANCER /

FALLOPIAN TUBE CANCER / PERITONEAL CANCER
MARUT YANARANORP: Intravenous versus oral regimens of dexamethasone for prophylaxis
of paclitaxel-associated hypersensitivity reaction in primary ovarian, fallopian tube and
peritoneal cancer patients: a double-blind randomized controlled trial. ADVISOR: ASSOC.
PROF. SURASITH CHAITHONGWONGWATTHANA, M.D., 84 pp.

Background: Paclitaxel- associated hypersensitivity reaction (P-HSR) is the important

adverse event (AE) of patients received paclitaxel infusion. Prophylaxis of this AE is thus necessary.

Objective: To compare the efficacy and side effects between intravenous and oral
dexamethasone regimens (IV-D and PO-D) for P-HSR prophylaxis in primary ovarian, fallopian tube
and peritoneal carcinoma (POC/PTC/PPC) patients receiving first cycle of combined paclitaxel plus

carboplatin (TQ).

Methods:  This was a double- blind randomized controlled trial conducted in
POC/PTC/PPC patients aged 18-70 years received first cycle of TC. Those were randomly allocated
in a 1:1 ratio to receive OV-D or PO-D regimens and were followed at 28 days thereafter.
Randomization list was done by computer-generated random sequence, stratified by age and body
mass index (BMI). Participants and outcome assessors were blinded to group assignment. Primary
outcomes were incidence of overall and severe P-HSRs, while secondary outcomes were incidence
of dexamethasone side effects, other AEs to chemotherapy, and quality-of-life (QoL), and analysis
was done by intention-to-treat fashion. This study was registered with ClinicalTrials. gov Identifier

NCT02349763.

Results: Of 288 patients enrolled during February and July 2015, 7 were excluded and
281 were eligible for analysis, 140 allocated to IV-D and 141 allocated to PO-D regimen. Overall P-
HSR rate in IV-D was not different from PO-D (17.9% versus 19.1%, p = 0.780). Severe P-HSR
occurred in one woman of IV-D (0.7% versus 0%, p = 0.498). Other AEs to chemotherapy and QoL
scores were not different. However, women in PO-D had more side effects of short-term

corticosteroid use than those in IV-D, especially acne (10.6% versus 2.1%, p = 0.004).

Conclusions: Efficacies of the IV-D and PO-D for P-HSR prophylaxis were not different.
However, side effect of short-term dexamethasone use in IV-D was less prominent than in PO-D.

The IV-D regimen is proper for P-HSR prophylaxis in POC/PTC/PPC patients received TC.

Field of Study: Health Development Student's Signature

Academic Year: 2015 Advisor's Signature
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Background and Rationale

Ovarian cancer is the third most common gynaecologic malignancy worldwide
(1), which epithelial carcinoma is the major histologic type (90%). Based on genetic
alteration, histopathology, and clinical behaviour, ovarian carcinoma is regarded as the
close relation to fallopian tube and peritoneal carcinoma especially serous histologic
type. Some experts have proposed that these carcinomas all originate in the fallopian
tubes (2-4). Standard initial therapy for advanced ovarian cancer is generally considered
to include 6-8 courses of a combined paclitaxel plus carboplatin administrated every
3-4 weeks. The consensus statements on the management of ovarian cancer at the
3rd International Gynaecologic Cancer Consensus Conference in 2004 recommended
intravenous paclitaxel (175 mg/m? over 3 h) plus intravenous carboplatin (area under
the curve [AUC] 5.0-7.5 mg/ml per min) given every 3-4 weeks for six cycles for first-
line chemotherapy (5). Therapy guidelines of primary fallopian tube and peritoneal

carcinoma should be essentially the same as those for ovarian carcinoma.

Paclitaxel is a tubulin-stabilizing chemotherapeutic agent commonly used in the
treatment of several solid cancers. A major limitation during the preclinical
development of paclitaxel was its poor water solubility, which led to the use of
polyoxyethylated castor oil vehicle or Cremophor® EL as diluents. There are several
adverse events (AEs) from paclitaxel administration including alopecia, myalgia,
hematotoxicity, peripheral neuropathy and cardiotoxicity; however, hypersensitivity

reactions (HSRs) or infusion reaction is an important AEs.

The overall incidence of paclitaxel-associated HSRs (P-HSRs) has been reported
in up to 40% with 10.6% of severe P-HSRs in phase | study (6). Initial P-HSRs generally
occur within 10 minutes of the start of paclitaxel infusion and most occur with the first
or second infusion. Majority of patients manifest as minor symptoms characterized by
flushing, chest pain, back pain, hypertension and tachycardia, but sometime life-

threatening characterized by generalized urticarial rash, angioedema, bronchospasm



and hypotension or until fatal may occur (7). The reaction is likely due to the release
of histamine and other vasoactive substances in response to Cremophor EL. This does
not involve immunoglobulin E (IgE) but develops as a consequence of activation of
the complement system. These anaphylactic reactions can be distinguished within the
Type | category of HSRs as “Complement activation-related pseudo-allergy (CARPA)”
(8). Cremophor EL activates the complement system via both of the classical and the
alternative pathways providing increased C3a and Cha anaphylatoxins that activate
mast cells and basophils for secretory response that underlies P-HSRs. Risk factors
associate with P-HSRs depend on the rate of exposure to the Cremophor vehicle. Data
from pharmacokinetic study suggests an association between high infusion rate and
dose of paclitaxel with increased frequency of P-HSRs (9). Moreover, women with
presence of respiratory dysfunction, obesity (body mass index > 25) and
postmenopausal status at the time of oophorectomy are reported as risk factors for P-

HSRs (10).

Wiernik et al (11) was the first to propose that use of corticosteroids and
histamine antagonists could decrease the incidence of P-HSRs. Originally, the
prophylactic regsimen composed of an oral corticosteroid administered in two doses at
12 and 6 h prior to paclitaxel infusion accompanied with histamine receptor H1 and
H2 antagonists administered intravenously 30 min prior to paclitaxel infusion was found
to successfully limit P-HSRs (6, 9) denoted as “conventional oral prophylactic

regimen”.

While this three-drug prophylactic regimen has been shown to be effective, it
can be incompliance and inconvenient for patients because the oral corticosteroid
must be taken 12 and 6 h before chemotherapy administration. If the patient forgets
to take one or both pre-treatment steroid doses, it is not clear whether the patient
can be safely treated. This led to the experimental prophylactic regsimen of one dose
of intravenous dexamethasone accompanied with the H1 and H2 antagonists

administered 30 min prior to paclitaxel infusion was subsequently reported to be



equivalent to the regimen of oral dexamethasone (12) denoted as “modified
intravenous prophylactic regimen”. This intravenous regimen results in lower total

steroid doses and precludes the issues of compliance.

Literature Review

Searching MEDLINE, SCOPUS and CENTRAL for all articles on P-HSRs using the
following keywords: paclitaxel, dexamethasone, hypersensitivity, administration, oral
and intravenous were undergone. Data from relevant articles on absolute numbers of

P-HSRs and patients treated by premedication regimen were extracted.

Bookman et al (13) reported a phase | study of carboplatin plus paclitaxel
regsimen for the treatment of 35 ovarian cancer patients. All women were received
either oral or intravenous premedication regsimen of dexamethasone for prophylaxis of

P-HSRs. No HSRs were recorded.

Markman et al (14) conducted oral dexamethasone regimen for the first cycle
of paclitaxel-based chemotherapy and intravenous dexamethasone regimen for the
next cycle for prophylaxis of P-HSRs in 157 patients. There were 5% of P-HSRs in first

cycles and 3% in next cycles. However, no severe HSRs were reported.

Bookman et al (12) identified 13 of 283 lung, ovarian and breast cancer patients
experiencing P-HSRs (4.6%) and 2 patients developed severe P-HSRs (0.7%) following
pre-treatment with single doses of intravenous dexamethasone 10 or 20 mg,
diphenhydramine 50 mg, and cimetidine 300 mg or ranitidine 50 mg administrated 30

min before each paclitaxel infusion.

Gennari et al (15) retrospectively reviewed efficacy of oral steroid regimen
(prednisone 125 mg, 12 and 6 h before paclitaxel infusion) compared with intravenous
steroid regimen (dexamethasone 20 mg bolus immediately before paclitaxel infusion).

All of the patients were also received with intramuscular orphenadrine 50 mg plus



intravenous cimetidine 300 mg one h before start of treatment. Ninety patients
received oral premedication (469 courses), while 47 patients were intravenous
premedication (151 courses). P-HSRs were seen in 10 of 620 courses; 7 episodes
occurred with the oral premedication (1.5% of the courses) in 7 different patients (7.7%
of patients) and 3 with the intravenous premedication (2% of the courses) in 3 different

patients (6.4% of patients). Only 2 patients, 1 with each regimen, were severe P-HSRs.

Micha et al (16) reported P-HSRs in four of 183 patients (2.2%) receiving various
paclitaxel doses in the treatment of gynaecologic cancers. All patients received
premedication with intravenous dexamethasone 20 mg, diphenhydramine 50 mg and
cimetidine 300 mg before each paclitaxel infusion. Two of the patients experiencing P-
HSRs were successfully re-challenged with paclitaxel after increased dexamethasone
premedication, whereas the other two patients did not receive subsequent doses of

paclitaxel.

Markman et al (17) reported a 9% incidence of P-HSRs in more than 200
gynaecologic cancer patients following pre-treatment with single dose of intravenous
dexamethasone 20 mg, diphenhydramine 50 mg and famotidine 20 mg. Specific
paclitaxel doses and infusion rates were not stated. However, severe P-HSRs occurred

less than 19%.

Markman et al (18) included both two-dose oral steroid and one-dose
intravenous steroid prophylaxis in 450 patients with gynaecologic cancers in the
Cleveland Clinic Cancer Centre from January 1995 through December 1998. Forty-four
patients (9%) developed at least one episode of P-HSRs. Majority of those was
retreated with paclitaxel were ultimately able to receive the agent and 5 patients
required treatment with a standardized desensitization regimen to successfully receive

paclitaxel.

Kwon et al (19) retrospectively compared the rates of P-HSRs to paclitaxel

between the oral and intravenous corticosteroid prophylactic regimens in patients



receiving paclitaxel for primary ovarian or peritoneal carcinoma at the Hamilton
Regional Cancer Centre from 1996 to 2000. Of the 107 patients in the oral
corticosteroid prophylaxis group, 8 had P-HSRs (7.5%), and only 1 of these was severe
(0.9%). In contrast, of the 110 patients in the intravenous corticosteroid group, 19 had
P-HSRs (17.3%), and 8 of these were severe (7.3%). There was significant difference in

P-HSRs rates (p = 0.047).

Tsavaris et al (20) conducted paclitaxel-based chemotherapy in 52 patients
including non-small cell lung cancer, small cell lung cancer, breast cancer, head and
neck cancer, and ovarian cancer. Twelve patients received paclitaxel 175 mg/m?, and
the remaining 40 patients received paclitaxel 225 mg/m?. All patients received short
premedication schedule of intravenous dexamethasone. P-HSRs were recorded in 4
patients (7.7%) and were not influenced by age, gender, disease, dose schedule, or

number of cycles of therapy. No serious P-HSRs were observed.

Kosmas et al (21) conducted 100 patients including non-small cell lung cancer,
small cell lung cancer, breast cancer, head and neck cancer and ovarian cancer. Sixty
patients received paclitaxel at 175 mg/m? and the remaining 40 at 225 mg/m?% The
premedication regimen consisted of a single dose of intravenous dexamethasone 20
mg, dimethindene maleate (Fenistil) 4 mg, and ranitidine (Zantac) 50 mg. P-HSRs were
noted in 7 patients (7.0%) and were not influenced by age, gender, disease, dose

schedule, or cycles of therapy. No serious P-HSRs were identified.

Zidan et al (22) prospectively assessed the efficacy of oral dexamethasone in
the premedication of P-HSRs in 180 cancer patients, 100 patients received paclitaxel
weekly and 80 patients every 3 weeks. Patients received premedication with
promethazine 25 mg orally, dexamethasone 2-20 mg orally and cimetidine 300 mg
intravenously. P-HSRs occurred in one (1%) patient of the weekly paclitaxel group and

3 (3.8%) patients in the 3-weekly paclitaxel group.



O’Cathail et al (23) retrospectively compared the rates of P-HSRs between the
oral dexamethasone (20 mg, 12 and 6 h before paclitaxel) and intravenous
dexamethasone (20 mg, 30 min before paclitaxel) regimens in patients with
gynaecologic malignancies receiving paclitaxel 175 mg/m? at Imperial College
Healthcare Trust from May 2011 to February 2012. There were 93 and 55 patients who
received oral and intravenous regimens, respectively. HSR rates for oral versus
intravenous regimens were 5.4% (5/93) and 14.5% (8/55) (p = 0.07), and grade 3 HSRs

were 0% (0/93) and 5.4% (3/55) (p = 0.049), respectively.

The efficacy of the oral and intravenous corticosteroid regimens are
summarized in Table 1. Several studies suggested that the overall rate of P-HSRs
associated with a single dose of intravenous steroid in modified prophylactic regimen
prior to paclitaxel infusion were comparable to rates reported in the literature for
conventional prophylactic regimen that included two doses of oral steroids
administered 12 and 6 h prior to treatment (Overall P-HSRs, 0-9% and severe P-HSRs
< 1%). However, there were two retrospective cohort studies of directed comparison
reported superior efficacy of the conventional oral regimen over the modified
intravenous regimen (19, 23). Currently, the comparison of the efficacy between both
premedication regimens is still inconclusive. Nevertheless, the modified intravenous
prophylactic regimen is the commonly used premedication regimen in Thailand. At
Rajavithi Hospital, both conventional and modified dexamethasone regimens are used
in Gynaecologic Oncology and Medical Oncology units. The strongest study design to
determine whether there truly is a difference in incidence of P-HSR between the single-
dose intravenous prophylactic regimen to the conventional two-dose oral regimen is

a prospective randomized controlled trial.



Table 1 Studies with efficacy of oral and intravenous dexamethasone regimens for

prophylaxis of paclitaxel-associated hypersensitivity reactions

Author, year n Regimen  Overall  Severe
P-HSRs  P-HSRs
(%) (%)
Both PO-D and IV-D studies
Bookman et al (13), 1996 35 IV+PO-D 0.0 NR
Markman et al (14), 1997 157 IV+PO-D 3.0 NR
Markman et al (18), 2000 450 V+PO-D 9.0 <1
Single-arm PO-D study
Zidan et al (22), 2008 180 PO-D 2.2 NR
Single-arm [V-D studies
Bookman et al (12), 1997 283 IV-D 4.6 0.7
Micha et al (16), 1998 183 V-D 2.2 0.0
Markman et al, 1999 200+ IV-D 9 < 1%
Tsavaris et al (20), 2005 52 V-D 7.7 0.0
Kosmas et al (21), 2006 100 IV-D 7.0 0.0
Comparing PO-D vs. IV-D studies
Gennari et al (15), 1996 90 PO-D 7.7 1.1
av V-D 6.4 2.1
Kwon et al (19), 2002 107 PO-D 7.5 0.9
110 V-D 17.3% 7.3%
O’Cathail et al (23), 2013 93 PO-D 54 0.0
55 V-D 14.5 5.4%

Abbreviations: PO-D = oral dexamethasone regimen, IV-D = intravenous

dexamethasone regimen. *Significant at p < 0.05.



Research Questions

1) Primary Research Question

- Is there difference between the efficacies of intravenous and oral
dexamethasone regimens of for P-HSR prophylaxis in patients with primary
ovarian, fallopian tube and peritoneal cancers receiving first cycle of
combined paclitaxel and carboplatin?

2) Secondary Research Questions

- Is there difference of the side effects of dexamethasone between
intravenous and oral regimens in first seven days of first cycle of
combination paclitaxel and carboplatin in patients with primary ovarian,
fallopian tube and peritoneal cancers?

- Is there difference of other adverse events to chemotherapy in patients
with primary ovarian, fallopian tube and peritoneal cancers receiving
intravenous and oral dexamethasone regimens?

- Is there difference of quality-of-life of patients with primary ovarian,
fallopian tube and peritoneal cancers receiving intravenous and oral
dexamethasone regimens?

- What are the risk factors of P-HSRs in patients with primary ovarian, fallopian

tube and peritoneal cancers?

Research Objectives

1) Primary Objective
- To compare the efficacies of intravenous and oral dexamethasone regimens
for P-HSR prophylaxis in first cycle of combination paclitaxel and
carboplatin in patients with primary ovarian, fallopian tube and peritoneal

cancers.



2) Secondary Objectives

To compare the side effects of dexamethasone between intravenous and
oral regimens in first seven days of first cycle of combined paclitaxel and
carboplatin in patients with primary ovarian, fallopian tube and peritoneal
cancers.

To compare other adverse events to chemotherapy between intravenous
and oral dexamethasone regimens in first cycle of combined paclitaxel and
carboplatin in patients with primary ovarian, fallopian tube and peritoneal
cancers.

To compare quality-of-life in patients with primary ovarian, fallopian tube
and peritoneal cancers receiving intravenous and oral dexamethasone
regimens during the first month of combined paclitaxel and carboplatin.
To determine risk factors associated with P-HSRs in patients with primary
ovarian, fallopian tube and peritoneal cancers receiving combined

paclitaxel and carboplatin.

Hypothesis

1) Research Hypothesis

There is difference of the efficacies between intravenous and oral
dexamethasone regimens in P-HSR prophylaxis in patients with primary
ovarian, fallopian tube and peritoneal cancers receiving combined

paclitaxel and carboplatin.

2) Statistical Hypothesis

Null Hypothesis “HO: TT, = TT,”
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There are no significant differences in incidence rate of the overall P-HSRs
between intravenous and oral dexamethasone regimens in patients with
primary ovarian, fallopian tube and peritoneal cancers receiving combined
paclitaxel and carboplatin.
Alternative Hypothesis “H1: T, # TU,”
There are significant differences in incidence rate of the overall P-HSRs
between intravenous and oral dexamethasone regimens in patients with
primary ovarian, fallopian tube and peritoneal cancers receiving combined
paclitaxel and carboplatin.

O T, = Rate of the overall P-HSRs in intravenous dexamethasone

regimen (IV-D) group
O TT, = Rate of the overall P-HSRs in oral dexamethasone regimen (PO-

D) group



Conceptual Framework

Patients with Primary Ovarian/Fallopian Tube/Peritoneal Cancer

Stage | with High Risk Factors or Stage II-IV

A\ 4

Intravenous Paclitaxel/Carboplatin

- First few cycles

- History of taxane allergy

- History of castor oil
allergy

- Obesity

- Postmenopause

- Infusion rate

Dexamethasone IV vs. Oral

Corticosteroid, Nostrum, Herb

A

y

(Confounding)

v

- Re-exposure of

carboplatin

- History of

platinum allergy
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Paclitaxel-Associated HSRs

Carboplatin-Associated HSRs

Mild HSRs

v

Severe HSRs

\ 4

- Stop infusion

- Observe vital sign

- Stop infusion

- Rescue medication

A 4

A 4

- Re-challenge of

paclitaxel infusion

- Non-paclitaxel chemotherapeutic

agent plus carboplatin

- Docetaxel (replace paclitaxel)

- Albumin-bound paclitaxel

- Desensitization of paclitaxel

- Single carboplatin

Figure 1 Conceptual framework
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Operational Definition

1) Patients with Primary Ovarian, Fallopian Tube and Peritoneal Cancers are
defined as women who have a histologically or cytologically proven diagnosis
of primary epithelial ovarian, fallopian tube or peritoneal carcinoma including
serous, mucinous, endometrioid, clear cell, transitional cell, malignant Brenner,
mixed epithelial and undifferentiated carcinoma.

If only the results of cytological examinations were available, patients
needed to have the following criteria:
- A cytological diagnosis of adenocarcinoma;
- An abdominal mass more than 2 cm in diameter on abdominal images;
- Acancer antigen 125 (CA125)/carcinoembryonic antigen (CEA) ratio of more
than 25 (24), or no evidence of gastrointestinal cancer if CA125/CEA ratio
was less than or equal to 25.
2) Combined Paclitaxel and Carboplatin is a combination chemotherapy

regimen composing of paclitaxel 175 mg/m? intravenous infusion over 3 h then



3)

4)

13

carboplatin AUC 5 mg/ml per min intravenous infusion over 30 min every 4
weeks per cycle.

Paclitaxel-Associated Hypersensitivity Reaction (P-HSR) is defined as the
hypersensitivity reaction or infusion reaction occurred soon after the infusion
of paclitaxel, generally within the first hour of infusion.

Serious and potentially life-threatening HSRs are designated as major or
severe; whereas reactions of less severity are designated as minor or mild HSRs.
Major or severe HSRs include one or more of the following manifestations:
generalized urticaria, angioedema, bronchospasm and hypotension (9). Rarely,
major P-HSRs can be fatal. Minor HSRs include facial flushing, pruritus,
hypertension, tachycardia, bradycardia, diaphoresis, abdominal pain, extremity
pain, back pain, chest pain, chest tightness and anxiety (9).

Severity of HSRs are graded as allergic reaction and anaphylaxis, and
infusion reaction according to National Cancer Institute (NCI) Common
Terminology Criteria for Adverse Events (CTCAE) Version 4.03 for adverse
reactions to chemotherapy (25). In this study, a severe HSRs is defined as a
CTCAE grade = 3 [one or more of the following: angioedema, hypotension (SBP
< 80 mmHg) requiring vasopressor, bronchospasm requiring bronchodilators or
generalized urticaria]. Al HSRs with a score < 2 are defined as mild reactions.
Other symptoms of HSRs are also graded. These criteria are outlined in detail
in Table 2.

Prophylaxis of Paclitaxel-Associated HSRs

There are two regimens for prophylaxis of P-HSRs composed of

- Conventional oral dexamethasone regimen (PO-D): dexamethasone 20 mg

given orally 12 and 6 h before paclitaxel infusion (total 40 mg) or



5)

6)
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- Modified intravenous dexamethasone regimen (IV-D): dexamethasone 20
mg given intravenously 30 min before paclitaxel infusion

Both regimens are given accompanied with diphenhydramine 50 mg and
ranitidine 150 mg intravenously 30 min prior to paclitaxel infusion.
Side Effects of Dexamethasone are defined as the side effects from short-
term corticosteroid use (26), including stomach irritation, metallic taste in the
mouth, increased appetite, salt and water retention, hyperglycemia, high blood
pressure, tachycardia, increased risk of pneumonia, thrush, and other infections,
acne, stretch marks on the skin, increased fat on the face (rounded face), upper
back, and belly, insomnia, and mood swing.
ECOG Performance Status is the scale index defined by the Eastern
Cooperative Oncology Group (ECOG) allowing patients to be classified as to
their functional impairment (27). The definition of scores in relation to the
performance status is displayed in Table 3.
Chemotherapy-related adverse Events (AEs) are defined as any unfavorable
or unintended sign, symptom or disease temporally associated with the use of
chemotherapy, whether or not considered related to this medication. Severity

of adverse events is evaluated according to NCI — CTCAE Version 4.03.
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Table 2 Grading of HSRs according to the NCI CTCAE Version 4.03

Adverse Event Grade
1 2 3 4 5
Allergic reaction Transient flushing Intervention or Symptomatic Life-threatening  Death
/ Anaphylaxis or rash, drug infusion promptly to  bronchospasm, consequences;
fever < 38°% symptomatic with or without urgent
intervention not  treatment (e.g. urticaria; intervention
indicated antihistamines, parenteral indicated
NSAIDS, narcotics); intervention
prophylactic indicated; allergy-
medications indicated related
for < 24 hours edema or
angioedema;
hypotension
Infusion related  Mild transient Therapy or infusion Prolonged (e.g. not Life-threatening  Death
reaction reaction; infusion interruption indicated rapidly responsive to  consequences;
interruption not  but responds symptomatic urgent
indicated; promptly to medication and/or intervention
intervention not  symptomatic brief interruption of  indicated
indicated treatment (e.g. infusion); recurrence
antihistamines, of symptoms
NSAIDS, narcotics, IV following initial
fluids); prophylactic ~ improvement;
medication indicated hospitalization
for < 24 hours indicated for clinical
sequelae
Flushing Asymptomatic, Moderate symptoms; Symptomatic, - -
clinical or medical intervention  associated with
diagnostic indicated; limiting hypotension and/or
observations instrumental ADL tachycardia; limiting
only; intervention self-care ADL
not indicated
Urticaria Urticarial lesions  Urticarial lesions Urticarial lesions - -
covering < 10%  covering 10-30% BSA; covering > 30% BSA;
BSA; topical oral intervention IV intervention
intervention indicated indicated
indicated
Chest pain Mild pain Moderate pain, Sever pain, limiting - -

limiting instrumental

ADL

self-care ADL
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Adverse Event Grade
1 2 3 4 5
Back pain Mild pain Moderate pain, Sever pain, limiting - -
limiting instrumental  self-care ADL
ADL
Tachycardia Asymptomatic, Symptomatic, non- Urgent medical - -
(Heart rate > intervention not  urgent medical intervention indicated
100 beats per  indicated intervention indicated
minute)
Bradycardia Asymptomatic, Symptomatic, non- Severe, medically Life-threatening  Death
(Heart rate < 60 intervention not  urgent medical significant medical consequences;
beats per indicated intervention indicated intervention indicated urgent
minute) intervention
indicated
Hypertension Prehypertension  Stage 1 hypertension Stage 2 hypertension Life-threatening  Death
(systolic BP 120-  (systolic BP 140-159  (systolic BP > 160 consequences
139 mm Hg or mm Hg or diastolic mm Hg or diastolic (e.g. malignant
diastolic BP 80-89 BP 90-99 mm Hg); BP > 100 mm Hg); hypertension,
mm Hg) medical intervention  medical intervention  transient or
indicated; recurrent indicated; more than  permanent
or persistent (> 24 h); one drug or more neurologic
symptomatic increase intensive therapy deficit,
be > 20 mm Hg than previously used hypertensive
(diastolic) or to > indicated crisis); urgent
140/90 mm Hg if intervention
previously WNL; indicated
monotherapy
indicated
Hypotension Asymptomatic, Non-urgent medical ~ Medical intervention  Life-threatening ~ Death
intervention not  intervention indicated or hospitalization and urgent
indicated indicated intervention
indicated
Bronchospasm  Mild symptoms,  Symptomatic, Limiting self-care Life-threatening  Death

intervention no

indicated

medical intervention
indicated, limited

instrumental ADL

ADL, oxygen

saturation decreased

respiratory or
hemodynamic
compromise,
intubation or
urgent
intervention

indicated
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Table 3 ECOG Performance Status

Grade ECOG

0 Fully active, able to carry on all pre-disease performance without restriction

1 Restricted in physically strenuous activity but ambulatory and able to carry out work
of a light or sedentary nature

2 Ambulatory and capable of all self-care but unable to carry out any work activities.
Up and about more than 50% of waking hours

3 Capable of only limited self-care, confined to bed or more than 50% of waking
hours

4 Complete disabled. Cannot carry on any self-care. Totally confined to bed or chair

5 Dead

8) Common Terminology Criteria for Adverse Events (CTCAE) Version 4.03 (25)

The NCI-CTCAE is a descriptive terminology which can be utilized for

adverse event reporting. The CTCAE terms are grouped by system organ class

and grading (severity) scale is provided for each adverse event term, ranging

grade 1 through 5:

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Mild; asymptomatic or mild symptoms; clinical or diagnostic
observations only; intervention not indicated.

Moderate; minimal, local or noninvasive intervention indicated;
limiting age-appropriate instrumental ADL*.

Severe or medically significant but not immediately life-
threatening; hospitalization or prolongation of hospitalization
indicated; disabling; limiting self-care ADL**.

Life-threatening consequences; urgent intervention indicated.

Death related to adverse event.

Activities of Daily Livine (ADL)

* Instrumental ADL refer to preparing meals, shopping for groceries or clothes,

using the telephone, managing money, etc.
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** Self-care ADL refer to bathing, dressing and undressing, feeding self, using
the toilet, taking medications, and not bedridden.

Functional Assessment of Cancer Therapy-Ovarian Cancer (FACT-O) Thai
version 4.0

FACT-O is health-related quality-of-life (QoL) questionnaires from the
Functional Assessment of Chronic Illness Therapy (FACIT) Measurement System
targeted to the management of ovarian cancer, composing of a generic core
questionnaire called FACT-General or FACT-G and Ovarian Cancer Subscale
(OCS). The FACT-G is a 27-item compilation of general questions divided into 4
primary QoL domains: Physical Well-Being (PWB), Social/Family Well-Being
(SWB), Emotional Well-Being (EWB), and Functional Well-Being (FWB) (28). The
OCS has 12-item of specific questions in ovarian cancer patients. Trial outcome
index (TOI) score is calculated by adding together the scores from PWB, FWB
and OCS.

The response scales are likert type, with scores ranging from 0 (not at
all) to 4 (extremely). There are items constructed as negative phrases and the
scores should be reversed. Subscale scores are obtained by summing the
scores of their items and the higher scores indicated better QoL.

FACIT questionnaires can be administered by self-report (paper or
computer) or interview (face-to-face or telephone). The participants are asked
to rate how they felt on that day and the past seven days. The answered
questionnaires are then reviewed and verified with the participants.
Unanswered questions are repeated verbally, and if the participants are
unwilling to answer those questions then interviewers would probe for their
reasons. Moreover, the FACT-O provides a reliable and valid assessment of the

QoL of women with ovarian cancer, and is appropriate as a brief quality of life
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assessment in clinical trials and descriptive studies (29), and have been

translated into Thai version.

Research design

The study design is a two-paralleled arm, double blinded, randomized
controlled trial. This study is registered in the Clinical Trials Protocol Registration and
Result System (ClinicalTrials.gov PRS) before the subject recruitment. The trial

registration number is NCT #02349763.

Research Methodology

1) Study Sample
- Population and Sample
O Target Population: Women with primary ovarian, fallopian tube
and peritoneal cancer receiving first cycle of combination of
paclitaxel and carboplatin
O Study Population: Women with primary ovarian, fallopian tube and
peritoneal cancer aged 18-70 years receiving first cycle of
combination paclitaxel and carboplatin at Rajavithi Hospital
between February 1, 2015 and July 31, 2015
- Patient Selection Criteria
O Inclusion Criteria: eligible participants must meet all of the
following criteria
[] patient pathologically diagnosed with primary ovarian or

fallopian tube or peritoneal cancer
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[] patient starting a first cycle of combination paclitaxel and
carboplatin at Rajavithi Hospital between February 1, 2015
and July 31, 2015

[] patient aged 18-70 years

[] Patient with ECOG performance status 0-2 and stable
baseline vital sign (body temperature 36.5-37.5°C, blood
pressure 90/60-140/90 mm Hg, pulse rate 60-100/min, and
respiratory rate 12-20/min)

[] Patient with the following laboratory values obtained:

] Hemoglobin 2 10 g/dL
White blood cell count 2 3000/mm?’
Absolute neutrophil count 2 1500 /mm?

Platelet count 2 100,000/mm?

Serum creatinine < 2.0 mg/dL

N I D Ny A

Bilirubin < 1.5 x ULN, alkaline phosphatase, SGPT

and SGOT < 3 x ULN (ULN = upper limit of normal)

[] patient able to give free and informed consent and who
agrees to participate by signing the consent form

[] patient able to speak and understand Thai

[] patient able to complete the quality-of-life questionnaire on
Functional Assessment of Cancer Therapy — Ovarian Cancer
(FACT-O) Thai version 4.0 and the personal logbook

O Exclusion Criteria: if meet one of the following criteria

[] patient who had previously received paclitaxel or

carboplatin

[] Patient receiving an albumin-bound paclitaxel
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[] Patient who had a history of an allergic reaction to taxanes
or platinum analogues
[] patient was under treatment with systemic corticosteroids
or has received systemic corticosteroids during the last week
[] patient who had a history of an allergic reaction to
corticosteroid or diphenhydramine or ranitidine
[] Patient with severe intolerance to lactose
[] patient who had a history of an allergy or a severe
intolerance to products containing castor oil e
cyclosporine, teniposide, diazepam, propofol
- Sample Size Calculation
Using PS Power and Sample Size Calculations Version 3.0.43, the sample
size estimation is based on formula for comparing two proportions in

independent groups with 1:1 ratio.

2

IZ%\/Zp(l—pHZB\/pl(1—p1)+pz(1—pz)
d2

N/group =

Prior data indicate that the pooled incidence of P-HSRs for experimental
participants (IV-D group) from review of literature was 0.1416 (15, 19, 23).
From the expected difference of incidence of P-HSRs between two groups
at 0.10, the probability of the incidence of P-HSRs for controlled participants
(PO-D group) is 0.0416. So, the study participants per each group are 130 to
be able to reject the null hypothesis that the incidence rates of HSRs for
experimental and control subjects are equal with probability (power) 0.8.

The Type | error probability associated with this test of this null hypothesis
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is 0.05. For the expected drop-out rate of 10%, the estimated sample size
per group should be 144 and finally the total sample size is 288.
Allocation and treatment assignment
The participants who meet the eligible criteria would be randomized in
a 1:1 ratio in stratified allocation by age (18-50 years and 51-70 years) and body
mass index (BMI < 25 and > 25 kg/m?) to one of two intervention groups of
dexamethasone regimens. The randomization list is generated by computer-
generated random sequence using STATA 14 (StataCorp, College Station, TX).
After confirmation that a patient fulfills all the eligibility criteria, research
nurses send data of name, hospital number, age (years), body weight (kg) and
height (cm) to biostatistician that assign an allocation code of the patient and
randomize for treatment arm from the randomization list. The allocation code
will be used to link the patient to one of two treatment arms.
Treatment blinding
Participants and outcome assessors are blinded to the identity of the
treatment from the time of randomization until database lock, using the
following methods: (1) randomization data are kept strictly confidential until
the time of unblinding, and do not be accessible by anyone else involved in
the treatment study, and (2) the identity of the treatments is concealed by the
use of study drugs that are all identical in packaging, labeling, schedule of
administration and in appearance.
Intervention
- Details of intervention
This is a study of compare two interventions that compose of
O Oral dexamethasone regimen group (PO-D group) received:
Dexamethasone 20 mg (4 mg/tablet) or 5 tablets given orally at 12

and 6 h before paclitaxel infusion and 0.9% normal saline solution
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(placebo) 4 ml given intravenously at 30 min before paclitaxel
infusion
O Intravenous dexamethasone regimen group (IV-D group) received:
lactose (placebo) 5 tablets given orally at 12 and 6 h before
paclitaxel infusion and dexamethasone 20 mg (5 mg/ml) given
intravenously at 30 min before paclitaxel infusion
- Preparation of the interventions
O Oral dexamethasone and placebo
Dexamethasone tablet used in this study is a 4 mg tablet
(Atlantic Laboratories, Inc., Thailand). Placebo or lactose tablets,
produced by Faculty of Pharmacy, Silapakorn University. Research
assistants prepare five-tablet package and labeled the codes. Each
package contains either dexamethasone or placebo depending on
the codes from random numbers.
O Intravenous dexamethasone and placebo
Dexamethasone injection used in this study has concentration
of 5 mg/ml (Atlantic Laboratories, Inc., Thailand). Normal saline is
used as placebo. Research assistants prepare a syringe and label the
number on 5-ml syringes. Each syringe contains either
dexamethasone or placebo depending on the codes from random
numbers.
- Compliance
Taking oral dexamethasone or placebo on time is the major problem
of compliance and inconvenient for patients. All participants are admitted

in gynecologic wards and controlled this step orderly by gynecologic nurses.
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- Contamination
Nostrum or herb may have a problem of contamination since some
composes of corticosteroid ingredient. Investigators must inquire about
history of taking the nostrum or herb at inclusion visit and ask the
participants to avoid them during treatment period.
- Co-intervention
Systemic corticosteroid administration for other treatments is co-
intervention in this study due to its efficacy can prevent the outcome of
interest in both intervention groups. Patients who take systemic
corticosteroid are excluded from this study.
5) Collaboration
- Pharmacists:
O Producing of lactose tablets
O Preparing dexamethasone and lactose tablets in the opaque
packing.
- Research nurses:
O Allocation the participants who meet the eligible criteria in inclusion
Visit.
O Explaining the protocol and asking the participants to give the
written consent.
O Sending of participants’ data to biostatistician for randomization.
O Preparing injected dexamethasone and 0.9% NSS with labeling the
syringes.
O Describing details for FACT-O questionnaire and personal logbook.
O Reviewing and verifying the answered questionnaires of FACT-O with

participants in inclusion visit.
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O Reviewing and verifying the answered questionnaires of FACT-O and

personal logbook with participants in follow-up visit.

- Gynecologic nurses:

O

O

Giving the dexamethasone or lactose tablets to the participants at
10.00 pm and 04.00 am.

Giving the appointment of follow up visit to participants.

- Chemotherapy nurses:

O

O

O

Giving combination paclitaxel and carboplatin regimen according
the protocol.

Recording vital sign and hypersensitivity reactions as paclitaxel
infusion.

Notifying gynecologic oncologists if P-HSRs occur and stopping

paclitaxel infusion.

- Gynecologic oncologists:

O

O

Taking the physical examination of the participants in inclusion visit
Data entry of clinical information in inclusion visit

Evaluation AEs of the participants after completeness of
combination paclitaxel and carboplatin

Treatment of P-HSRs if they occur and recording detail of treatment
in the case report form.

Taking physical examination and evaluation of adverse events with

data entry in the case report form as follow up visit.

- Biostatisticians:

O

O

Construction the randomization list
Registration of participants’ data in the registration form and giving
the allocation code.

Randomization of the intervention groups from randomization list.
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O Data analysis
6) Research Protocol
The study is conducted during 4 week-period and three visits were
planned:

Day 0 (D0): Inclusion visit

Participants who meet the eligible criteria are admitted at gynecologic
wards and asked to give written consent to participate in the study after having
received an explanation of the protocol. The investigators collect the clinical
data, evaluate ECOG performance status and laboratory results of complete
blood count, serum creatinine, liver function test, chest x-ray. Self-administered
FACT-O Thai version 4.0 are completed by the participants. After stratified
randomization, the participants are received either oral dexamethasone or
placebo (lactose tablets) at 10.00 pm and 04.00 am.

Day 1 (D1): Chemotherapeutic treatment visit

The participants are received either intravenous dexamethasone or
placebo (0.9% normal saline solution) at 09.30 am (30 min before paclitaxel
infusion) depend on intervention groups. Intravenous ranitidine 50 mg and
diphenhydramine 50 mg are also given all participants. Paclitaxel is started at
10.00 am by the calculated dose is diluted in 500 ml of saline and administered
by intravenous infusion over 3 h. Only glass containers and polyethylene-lined
tubing are used for drug delivery and in-line filtration of the prepared solution
during paclitaxel infusion using cellulose acetate filters of 0.22 microns pore
size was performed. Then carboplatin AUC 5 mg/ml per min is given
intravenously over 30 min sequentially. During paclitaxel administration, blood
pressure, pulse rate and respiratory rate are recorded every 15 min in first h
then every 30 min until complete 3 h. P-HSRs are observed and recorded

especially in first h. Other adverse events (AEs) to chemotherapy are also
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observed and recorded. These AEs are graded according to NCI CTCAE version
4.03.

If any sign or symptoms of HSRs occur as paclitaxel infusion (e.g. chest
tightness, back pain, flushing, dyspnea, tachycardia, hypertension, hypotension,
and sensation of extreme anxiety), immediate discontinuation of the paclitaxel
infusion is performed and evaluated the severity of P-HSRs. In case of mild P-
HSRs (CTCAE grade 1-2), rapid intravenous administration of chlorphenamine
(10 mg) and hydrocortisone (100 mg) must be considered and re-challenge of
paclitaxel infusion in slower rate approximately 30 min after initially stopping
its administration (allowing for complete disappearance of signs and symptoms
of the previous reaction). In severe or life-threatening P-HSRs (CTCAE grade 3-
4), rescue medications e.g. vasopressor and bronchodilator, and sometime
endotracheal intubation and resuscitation are used. Further management after
severe P-HSRs, there are many strategies e.g. replacement paclitaxel with non-
taxane chemotherapeutic agents, albumin-bound paclitaxel or docetaxel;
desensitization of paclitaxel; or discontinue paclitaxel and continue on single-
agent carboplatin. All participants receive the personal logbook for self-
administration of side effects from dexamethasone in day 1-7.

Day 28 (D28): Follow up visit

This visit took place 28 days (& 3 days) after the chemotherapeutic visit
and is the first day of second cycle of chemotherapy. All participants are
evaluated the ECOG performance status, taken physical examination, recorded
laboratory results of complete blood count, serum creatinine and liver function
test, and self-administrated FACT-O Thai version 4.0. The adverse events are
collected according to NCI-CTCAE version 4.03. In addition, they must send the

personal logbook to investigators.
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Table 4 Study Schedule

Day O Day 1 Day 1-7 Day 28

Informed consent X

Demographic and clinical data X

Physical examination X X
Vital sign X X X
ECOG performance status X X
CBC, Cr, LFT, CXR X X
FACT-O X X
P-HSRs X

Other AEs X X
Side effects of dexamethasone X

Outcome measures

1) Primary outcome

- Incidence of overall and severe P-HSRs (safety endpoint)
2) Secondary outcomes

- Incidence of side effects of dexamethasone

- Incidence of other AEs

- Quality of life assessed by FACT-O score

- Risk factors associated with P-HSRs

Data collection

- Clinical data: age, body weight and height, pathologic diagnosis, tumor
staging, operation, ECOG performance status and laboratory results of
complete blood count, serum creatinine, liver function test and chest
radiography.

- P-HSRs and severity (¢rade) at Day 1
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- Side effects of dexamethasone during Day 1 and 7
- Other AEs to chemotherapy and severity (grade) at Day 1 and Day 28
- FACT-O score at Day 0 and Day 28

Safety monitoring

After administration of paclitaxel infusion, all participants are closely observed for
vital sign and adverse events by chemotherapeutic nurses and gynaecologic
oncologists. In chemotherapeutic administration unit, there are emergency set with

hypersensitivity kits, oxygen and suction pipe line preparing for emergency situation.

1) Serious adverse event reporting

To ensure patient safety, every serious AEs, regardless of suspected causality,
occurring after the patient has provided informed consent and until 4 weeks after
patient received chemotherapeutic agents must be reported to IRBs and Independent

Data Monitoring Committee (IDMC) immediately or within 24 hours of its occurrence.

2) Independent Data Monitoring Committee (IDMC)

The IDMC is an independent group consisting of 2 clinicians and 1 biostatistician.
The IDMC was constituted prior to the randomization of the first patient, which
composed of Dr. Suphet Tuipae, Dr. Jitima Tiyayon, and Ms. Manussanun
Tanavikrankoon. The IDMC was perform ongoing reviews of safety data with regular
meetings. The meeting take place to review the early safety analysis based on the
safety data on the first 144 patients and to review the results at interim analysis. The
IDMC has the responsibilities to minimize the exposure of patients to an unsafe therapy

and to make recommendations for changes in study process where appropriate.

3) Interim analysis

A planned interim analysis is conducted on completion of 50% of the
participants. The plan is to stop the trial if there was a significant difference between

groups in the primary outcome (the incidence of overall and severe P-HSRs) with a
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nominal alpha of 0.025 based on the alpha spending function approach (30), or there
is a safety signal that suggested an increased risk of P-HSRs in the IV-D group over the

PO-D group more than 10%.

An interim analysis was conducted on April 24, 2015 after enrolment of 144
participants, but the stopping rules for the trial were not met (P-HSRs; IV-D 17.1% versus
PO-D 20.0%, p = 0.664) and no severe P-HSRs were identified.

Data analysis
All data is analysed as intention-to-treat basis composed with all included
participants who had at least one study drug intake after randomization. Statistical

analysis was undertaken using STATA 14 (StataCorp, College Station, TX).

The baseline characteristics of participants describe using frequency and

percentage for categorical data and mean, standard deviation, median and interquatile
range for continuous data. Comparisons of baseline characteristics between the groups
were made using Student’s t- and Mann-Whitney U tests for continuous variables, and
X® or Fisher’s exact test for categorical variables, as appropriate. For comparison of P-
HSRs, side effects of dexamethasone and other AEs, Chi-square test or Fisher’s exact

test is used to analysis as appropriate. Quality-of-life assessed by FACT-O score
compared between and within groups is carried out by Repeated-measures ANOVA
test. Logistic regression test for multivariable analysis of significant risk factor associated
with P-HSRs is done. Multiple imputation analysis is planned if missing values are more
than 20 percent. A probability value of less than 0.05 is considered statistically

significant.

Ethical Considerations
The research proposal was approved by Institutional Review Boards (IRBs) of
Rajavithi Hospital and Chulalongkorn University before the study begin. During the

trial, any amendments or modifications to the protocol should be sent to the IRBs. It
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should also be informed of any event to affect the safety of participants or

compromise the continuation of the trial.

This trial conducts in accordance with ICH guidelines for Good Clinical Practice. All
eligible participants received details of the study protocol from research nurses.
Consent form must be obtained from each participant before intervention assignment.
Study codes are used to keep the participant’s confidentiality and keep the document
that links the study code to subject’s information separately, assign security codes to

access records, and limit access to identifiable information.

Limitation

The participants in this study do not represent all women with primary ovarian,
fallopian tube and peritoneal cancer receiving combination paclitaxel and carboplatin
because the study was focused in patients with good performance status. Because
dosage and infusion rate of paclitaxel were limited in only one regimen, the association

of these factors with hypersensitivity reaction cannot be evaluated.

Expected Benefit and Application

The results obtained from this study would be considered for the appropriate
regsimen of prophylaxis of P-HSRs in primary ovarian, fallopian tube and peritoneal
cancer patients receiving combination paclitaxel and carboplatin or other patients who

receive paclitaxel. Safety of patients is the most important consideration.
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Obstacles

Sample size and time period might be the problem of this study. Total number of
enrolled participants is 288 participants but there are only 40-50 primary ovarian,
fallopian tube and peritoneal cancer patients per one month receiving the first cycle
of combination paclitaxel and carboplatin in Rajavithi Hospital. Therefore, time period
for data collection is about six months. Multicenter research cooperation might be

conducted.

Administration & Time Schedule

1) Time table

Table 5 Time table

Year 2013 2014 2015

Month 10-12| 1|2 3|4-8 |9 1|1|1|1]2|3]4|5]6[7(8/91|1|1
0] 1|2 0|12

Protocol

development

IRB submission

Team

preparation

Data collection

Data analysis

Manuscript
preparation &

submission
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2) Budgets

Table 6 Budgets

Details Costs (Baht)

Dexamethasone tablets (4 mg), 2 bath/tab, 10 tab/1 participant, 144 2,880
participants

Dexamethasone ampoules (5 mg/ml), 7.25 bath/ampoule, 4 4,176
ampoules/1 participant, 144 participants

Placebo (Lactose tablets), 10 tab/1 participant, 144 participants 5,000
Assistants 5,000
Stationary 2,500
Miscellaneous 2,500
Total 22,056

3) Funding and conflicts of interest
This research is financially supported by Rajavithi Hospital and the researchers

indicate no potential conflicts of interest.

Results

Between February 1, 2015, and July 31, 2015, a total of 288 patients were
enrolled. The trial flow diagram is presented in Figure 2. Seven patients were excluded
from analysis because one patient received oral prednisolone for treatment of
systemic lupus erythematosus, 1 patient was mental retardation and could not to
complete FACT-O questionnaire and personal logbook, 3 patients had a history of
previously received paclitaxel, and two patients declined to consent. Finally, 281
participants were eligible for analysis, of whom 141 were allocated IV-D regimen and
141 women were allocated PO-D regimen. No participant with lost to follow up or

discontinued intervention was found.



Figure 2 Flow diagram for the trial

Assessed for eligibility (n = 288)
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Excluded (n = 7)

| O Not meeting inclusion criteria (n =
Enrolment 5)
1 received oral prednisolone
1 mental retardation
- 3 history of previously
received paclitaxel
[l Declined to consent (n = 2)
Randomized (n = 281)
v Allocation v

Allocated to IV-D regimen (n = 140)

|| Received allocated intervention (h =

140)
Stratified blocks
- Age 17-49 yrs. + BMI < 25 kg/m” (n = 33)
- Age 17-49 yrs. + BMI > 25 kg/m” (n = 19)
- Age 50-70 yrs. + BMI < 25 kg/m” (n = 58)
- Age 50-70 yrs. + BMI > 25 kg/m” (n = 30)

Allocated to PO-D regimen (n = 141)

|| Received allocated intervention (h =

141)
Stratified blocks

- Age 17-49 yrs. + BMI < 25 kg/m” (n = 33)
- Age 17-49 yrs. + BMI > 25 kg/m” (n = 19)
- Age 50-70 yrs. + BMI < 25 kg/m” (n = 58)
- Age 50-70 yrs. + BMI > 25 kg/m” (n = 31)

v Follow-Up v

Lost to follow-up (n = 0)

Discontinued intervention (n = 0)

Lost to follow-up (n = 0)

Discontinued intervention (n = 0)

v Analysis v

Analysed (n = 140 )

"] Excluded from analysis (n = 0)

Analysed (n = 141)

L] Excluded from analysis (n = 0)
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Baseline characteristics of participants are summarized in Table 7. The IV-D and
PO-D groups had balanced baseline characteristics. The IV-D participants were mean
age of 54.3 years, mean BMI of 23.9 kg/m?, 43.6% of underlying diseases; whereas, the
PO-D participants were mean age of 53.8 years, mean BMI of 23.6 kg/m? 37.6% of
underlying diseases. The majority of participants were ovarian cancer (95%) with
advanced stage of diseases (54.4%). Two hundred and forty-nine women had a
histological diagnosis of primary ovarian, fallopian tube and peritoneal cancer, and 32
women had a cytological diagnosis. Serous carcinoma was the most common histologic
type (28.1%). Most participants underwent operation and 65.5% received optimal
surgery. Majority of participants received adjuvant chemotherapy (82.6%). There were
no significant differences between the groups in demographics, clinico-pathologic data
and treatment modalities.

Primary outcome analysis of P-HSRs is presented in Table 8. The P-HSRs did
not significantly different between the IV-D and PO-D groups (17.9% versus 19.1%, p =
0.780). Hypertension was the most common P-HSRs of both groups (14.2%), which
transiently manifested as infusion reaction and occurred mostly within 15 min after
paclitaxel infusion. The majority of participants with transient hypertension (38/40,
95%) were grade 2 (systolic blood pressure 140-159 mm Hg and diastolic blood
pressure 90-99 mm Hg). When excluded the isolated transient hypertension CTCAE
grade < 3 from the overall P-HSRs, the P-HSRs did not significantly different between
the IV-D and PO-D groups (9.3% versus 10.6%, p = 0.705). Severe P-HSR occurred in
one participant of the IV-D group but not identified in all participants of the PO-D group
(0.7% versus 0.0%, p = 0.498). This patient was a 62-year-old woman with advanced
stage of ovarian cancer (serous carcinoma) and optimal surgical staging. She presented
markedly facial flushing, severe chest pain and bronchospasm. Intravenous
chlorphenamine and hydrocortisone, and inhale bronchodilator were administrated.
She recovered and was switched adjuvant chemotherapy from paclitaxel plus
carboplatin to gemcitabine plus carboplatin. All participants with mild P-HSRs were
success to re-challenge of paclitaxel infusion after complete disappearance of these

reactions.
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Characteristics IV-D (n = 140) PO-D (n = 141) p

Age (years), mean (SD) 54.3 (9.4) 53.8 (9.0) 0.631
18-49 52 (37.1) 52 (36.9) 0.964
50-70 88 (62.9) 89 (63.1)

BW (kg), mean (SD) 56.4 (12.9) 55.8 (11.1) 0.667
<25 91 (65.0) 91 (64.5) 0.963
> 25 49 (35.0) 50 (35.5)

Height (cm), mean (SD) 153.6 (5.6) 153.8 (6.2) 0.704

BMI (kg/m?), mean (SD) 239 (5.3) 236 (4.6) 0.587

Parity, median (range) 1 (0-5) 1 (0-6) 0.596

Underlying diseases (%) 61 (43.6) 53 (37.6) 0.307
Hypertension 39 (27.9) 34 (24.1) 0.474
Diabetic mellitus 20 (14.3) 25 (17.7) 0.431
Thyroid diseases 5 (3.6) 8 (5.7) 0.402
Others 12 (8.6) 15 (10.6) 0.557

Cancer (%) 0.763
Ovarian cancer 132 (94.3) 135 (95.7)

Fallopian tube cancer 3 (2.1) 2 (1.4)
Peritoneal cancer 5 (3.6) 4 (2.8)

Histologic type (%) 0.850

Serous carcinoma 36 (25.7) 34 (24.1)
Mucinous carcinoma 10 (7.1) 14 (9.9)
Endometrioid carcinoma 30 (21.4) 36 (25.5)
Clear cell carcinoma 29 (20.7) 29 (20.6)
Transitional cell carcinoma 1 (0.7) 1 (0.7)
Adenocarcinoma, NOS 10 (7.1) 11 (7.8)
Mixed epithelial carcinoma 4 (2.9) 4 (2.8)
Cytologic adenocarcinoma 20 (14.3) 12 (8.5)
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Characteristics IV-D (n = 140) PO-D (n = 141) P
Histologic grading (%) (n = 249) 0.960
Well differentiated 23 (19.2) 23 (17.8)
Moderately differentiated 16 (13.3) 18 (14.0)
Poorly differentiated 81 (67.5) 88 (68.2)
FIGO stage (%) 0.569
Early (stage I-II) 61 (43.6) 56 (39.7)
Advanced (stage IlI-IV) 75 (53.6) 78 (55.3)
Recurrent 4 (2.9) 7 (5.0
ECOG performance status (%) 0.649
0 85 (60.7) 83 (58.9)
1 51 (36.49) 56 (39.7)
2 4 (2.9) 2 (1.49)
Abnormal chest radiography 13 (9.3) 12 (8.5) 0.820
Ascites 26 (18.6) 19 (13.5) 0.244
Surgery (%) 0.407
Cytology 20 (14.3) 12 (8.5)
Tissue biopsy 2 (1.49) 4 (2.8)
Suboptimal surgery 28 (20.0) 31 (22.0)
Optimal surgery 90 (64.3) 94 (66.7)
Role of chemotherapy (%) 0.522
Neoadjuvant chemotherapy 22 (15.7) 16 (11.3)
Adjuvant chemotherapy 111 (79.3) 119 (84.4)
Palliative chemotherapy 7 (5.0 6 (3.5

Abbreviations: IV-D = intravenous dexamethasone group, PO-D = oral dexamethasone
group, SD = standard deviation, BW = body weight, BMI = body mass index, FIGO =
International Federation of Gynecology and Obstetrics, NOS = not otherwise

specified, ECOG = Eastern Cooperative Oncology Group.
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Table 8 Comparison of paclitaxel-associated hypersensitivity reactions and treatments

between intravenous and oral dexamethasone groups

P-HSRs and treatments IV-D PO-D RD  (95%Cl) p
(n=140) (n=141) (%)

P-HSRs (%) 25 (17.9) 27 (19.1) -1.3 (-11.4,8.8) 0.780
CTCAE grade 1 16 (11.4) 19 (13.5) 0.943
CTCAE grade 2 8 (.70 8 (6.7)

CTCAE grade 3 1 (0.7) 0 (0.0)
CTCAE grade 4-5 0 (0.00 0 (0.0
Severe P-HSRs (%) 1 (0.7) 0 (0.0 0.7 (-0.7,2.1) 0.498

Sign and symptom of P-HSRs (%)

Flushing 5 (3.6) 5 (3.5) 0.0 (-4.4,44) 0991
Pruritus 1 (07 2 (149 -07 (31,17 1.000
Chest pain 9 (64 8 (5.7) 08 (50,65 0.791
Tachycardia 5 36 7 (5.0 -14 (-6.2,34) 0.564
Hypertension 20 (14.3) 20 (14.2) 0.1 (87,89 0.981
Urticaria 1 (7 2 (14 -07 (31,17 1.000
Bronchospasm 1 (.7 1 (0.7) 0.0 (-2.0,2.0) 1.000
Hypotension 1 (7 0 (.0 07 (-07,21) 0.498
Use of medication (%)
Chlorphenamine IV 9 (64 8 (57) 0.791
Hydrocortisone IV 9 (64 8 (5.7 0.791
Bronchodilator 1 (7 0 (0.0 0.498
Treatment after HSRs (%) 0.757
Re-challenge of paclitaxel 24 (17.1) 27 (19.1) 0.663
infusion
Combined carboplatin and 1 (7 0 (0.0 0.498
non-paclitaxel
Abbreviation: P-HSRs = Paclitaxel-associated hypersensitivity reactions, IV-D =

Intravenous dexamethasone group, PO-D = Oral dexamethasone group, RD = Risk
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difference, CI = Confidence interval, CTCAE = common terminology criteria for adverse

events, version 4.03.

Other AEs to chemotherapy are summarized in Table 9. Hair loss was the
most common AEs to combined paclitaxel plus carboplatin. In addition, mild sensory
neuropathy, myalgia, fatigue, nausea and anaemia were also the common AEs. There
were no significant different between both groups in these AEs. No CTCAE grade 4-5

was identified.

Table 9 Comparison of adverse events between intravenous and oral dexamethasone

groups

Adverse IV-D (n = 140) PO-D (n = 141) pt pS

events Mild (%)*  Severe (%)t Mild (%)*  Severe (%)t
Anemia 59 (42.1) 0 (0.0 53 (37.6) 0 (0.0 0.436 -
Leucopenia 10 (7.1 1 (.7 10 (7.1) 2 (1.4 0.842  1.000
Neutropenia 6 (4.3) 1 (.7 7 (5.0 2 (1.4 0.617  1.000
FN NA 1 (0.7 NA 2 (1.4) 1.000  1.000
ThrombC 5 (3.6) 0 (0.0 3 (21) 0 (0.0) 0.501 -
Kidney 6 (4.3) O=—(00) 4 (2.8) 0 (0.0) 0.541 -
Liver 22 (15.7) 1 (0.7) 29 (20.6) 0 (0.0 0.372  0.498
Fatigue 79 (56.4) 1 (0.7 81 (57.4) 1 (0.7) 0.864  1.000
Nausea 69 (49.3) 1 (0.7 75 (53.2) 1 (0.7) 0.513  1.000
Vomiting 17 (12.1) 1 (0.7) 13 (9.2) 0 (0.0 0.331  0.498
Anorexia 15 (107 0 (0.0 12 (8.5) 0 (0.0) 0.531 -
Myalgia 91 (65.0) 0 (0.0 98 (69.5) 1 (0.7 0.350  1.000
S. Neurop 91 (65.0) 2 (1.4 96 (68.1) 1 (0.7) 0.672 0.622
Hair loss 71 (50.7) 68 (48.6) 74 (52.5) 64 (45.4) 0.317 0593

Abbreviations: IV-D = Intravenous dexamethasone group, PO-D = Oral dexamethasone
group, FN = febrile neutropenia, NA = not applicable, ThrombC = thrombocytopenia,
S. Neurop = sensory neuropathy. * Mild adverse events = common terminology criteria
for adverse events (CTCAE) grade 1 hair loss, grade 1 neuropathy and grade 1-2 any
other adverse events; T Severe adverse events = CTCAE grade 2 hair loss, grade > 2
neuropathy and grade > 3 any other adverse events; ¥ Comparison of any grade; §

Comparison of severe adverse events.
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The side effects of short-term corticosteroid use are showed in Table 10, which
all participants recorded these side effected occurred in the first seven days of
chemotherapy cycle in the personal log book. These side effects of short-term
corticosteroid use were not similar between both groups. Acne occurred in women of
the PO-D group significantly more than of the IV-D group (10.6% versus 2.1%, p = 0.004).
Although there was a trend toward more other side effects including stomach irritation,
increased appetite, stretch marks on the skin and insomnia in the PO-D group, this did

not reach statistical significance.

Table 10 Comparison of side effects of short-term dexamethasone between

intravenous and oral dexamethasone groups

Side effects (%) IV-D PO-D P
(n=140) (n=141)
Stomach irritation 29 (20.7) 36 (25.5) 0.338
Metallic taste in the mouth 24 (17.1) 28 (19.9) 0.558

(

Increased appetite 15 (10.7) 25 (17.7)  0.092
Acne 3 (21) 15 (10.6) 0.004*
22.1) 44 (31.2) 0.086
Increased fat on the face, upper back, and belly 14 (10.0) 18 (12.8)  0.466
Insomnia 69 (49.3) 79 (56.0) 0.258

Mood swing 52 (37.1) 58 (41.1) 0.493

Stretch marks on the skin 31 (
(

Abbreviations: IV-D = Intravenous dexamethasone group, PO-D = Oral dexamethasone
group.
*Significant at p < 0.05.

Quality-of-life analyses are presented in Table 11 and Figure 3. All participants
completed both baseline and 28-day FACT-O questionnaire. Baseline FACT-O/FACT-
G/TOI scores were similar between the IV-D and PO-D groups. After the first cycle of
chemotherapy, QoL scores significantly worsen for all domains of FACT-O (p < 0.001).
Comparison between regimens and regimen-by-time interaction, QoL scores were not

significantly different between the IV-D and PO-D groups.


http://www.nhs.uk/conditions/Insomnia/Pages/Introduction.aspx
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Table 11 Comparison of Functional Assessment of Cancer Therapy-Ovary score

between intravenous and oral dexamethasone groups

Domain IV-D (n = 140) PO-D (n = 141) p* pt P
Day 0 Day 28 Day 0 Day 28
Mean (SD) Mean (SD) Mean (SD) Mean (SD)

PWB 237 (3.1) 205 (4.2) 241 (3.2) 20.6 (4.7) <0.001 0.497 0.570
SWB 202 (3.3) 19.6 (3.2 21.0 (3.0 20.1 (3.5) <0.001 0.159 0.066
EWB 19.8 (3.3) 189 (3.5 204 (3.0) 195 (3.4) <0.001 0954 0.114
FWB 171 (3.6) 155 (3.8) 17.6 (3.4 158 (4.3) <0.001 0.503 0.355
0ocCs 320 (4.2) 29.1 (4.7 323 (3.8) 29.9 (4.0) <0.001 0.217 0.261
TOI 728 (9.1) 65.1 (10.8) 739 (7.8) 66.3 (10.1) <0.001 0.981 0.280
FACT-G 80.8 (10.2) 74.6 (11.6) 83.1 (8.6) 76.1 (11.4) <0.001 0.324 0.111
FACT-O 1128 (13.5) 1037 (15.3) 1154  (11.3) 106.0 (14.1) <0.001 0.777 0.116

Abbreviations: IV-D = Intravenous dexamethasone group, PO-D = Oral dexamethasone
group, PWB
being, FWB

Physical well-being, SWB = Social well-being, EWB = Emotional well-

Functional well-being, OCS = Ovarian cancer subscales, TOI = Trial
outcome index, FACT-G = Functional Assessment of Cancer Therapy-General, FACT-O
= Functional Assessment of Cancer Therapy-Ovary.

Repeated-measures ANOVA test, *compare between time; tcompare between

regimens interaction with time; fcompare between regimens.
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Figure 3 Quality-of-life analysis for the first 28 days of the first chemotherapy cycle
(A) Analysis of FACT-O score. (B) Analysis of FACT-G score. (C) Analysis of TOI score.

Abbreviations: IV-D = Intravenous dexamethasone group, PO-D = Oral dexamethasone
group, FACT-O = functional assessment of cancer therapy for ovarian cancer, FACT-G

= functional assessment of cancer therapy for general, TOI = trial outcome index.
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Risk factors associated with P-HSRs were analyses. Univariate analysis is showed
in Table 12. From univariate analysis, the demographic, clinico-pathologic and
treatment variables were not significantly associated with P-HSRs. However, women
with BMI more than 25 kg/m?, presence of abnormal chest radiography and ascites had
a tend toward more incidence of P-HSRs. Multivariate analysis using binary logistic
regression analysis was carried out. Variables with p-value less than 0.25 including age,
BMI, ECOG performance status, ascites and chest radiography accompanied with
dexamethasone regimens were chosen into the initial logistic model and fitted model

by the backward elimination approach. However, no significant variable was identified.

Table 12 Univariable analysis for risk factors associated paclitaxel-associated

hypersensitivity reaction

Variables Total P-HSRs
% OR  (95%Cl) P
Dexamethasone regimen
IV-D $405 =19
PO-D 141 19.1  0.92 (0.50, 1.68) 0.780

Age (years)

18-49 104 23.1

50-70 177 158 0.63 (0.34,1.15) 0.130
BMI (kg/m?)

<25 182 15.4

> 25 99 242 176 (0.96,3.24) 0.068

Underlying HT

No 208 18.8

Yes 73 178 094 (0.47,1.88) 0.859
Underlying DM

No 236 18.2

Yes 45 20.0 1.12 (0.50,2.50) 0.778
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Variables Total P-HSRs
% OR  (95%Cl) p

Cancer

POC 267 18.4

PTC/PPC 14 21.4 121 (0.33,4.51) 0.773
Staging

Early stage 117 171

Advanced stage/recurrent 164 195  1.18 (0.63,2.18) 0.607
Histologic grade

Well differentiated 46 15.2

Moderately differentiated 34 235 1.71 (0.55,5.30) 0.346
Poorly differentiated 169 172 115 (0.47,2.83) 0.754
ECOG performance status

0 168 16.1

1-2 113 221 148 (0.81,2.72) 0.200
Ascites

No 236 169

Yes 45 26.7 178 (0.85,3.75) 0.124
Chest radiography

Normal 256 176

Abnormal 25 280 182 (0.72,4.62) 0.200
Surgery

Optimal surgery 184 174

Suboptimal surgery/tissue 97 206 1.23 (0.66,2.30) 0.508
biopsy/cytology

Chemotherapy

Adjuvant therapy 232 18.1

Neoadjuvant therapy 38 211 121 (0.52,2.82) 0.664
Palliative therapy 11 18.2 1.01 (0.21,4.82) 0.995

Abbreviation: P-HSR = paclitaxel-associated hypersensitivity reaction, OR = odds ratio,

Cl = confident interval, IV-D = Intravenous dexamethasone group, PO-D = Oral
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dexamethasone group, BMI = body mass index, HT = Hypertension, DM = Diabetic

mellitus, POC = Primary ovarian cancer, PTC = Primary fallopian tube cancer, PPC =

Primary peritoneal cancer, ECOG = Eastern Cooperative Oncology Group.

Discussion

When directly compared between the IV-D and PO-D regimens in the present
study, the incidence rates of P-HSRs and other AEs to chemotherapy, and QoL scores
during the first cycle of combined intravenous paclitaxel (3-h infusion) plus carboplatin
(AUC = 5) were not different between the IV-D and PO-D regimens (P-HSRs; 17.9%
versus 19.1%, p = 0.780). The efficacies of IV-D regimen compared with PO-D regimen
was controversial from the literature review. The overall rate of P-HSRs in the IV-D
regimen of the previous studies without directly compared with PO-D regimen (12, 16,
17, 20, 21) was 2.2-9% and severe reaction was less than 1%. These data supported
the widespread use of IV-D regimen worldwide. However, there were three
retrospective studies that directly compared IV-D and PO-D regimen (15, 19, 23).
Gennari et al (15) found that there were similar rates of P-HSRs in the IV-D and PO-D
regimens (6.4% versus 7.7%, p = 0.766) and severe P-HSRs developed in only 2 patients
of each regimen. In contrast, studies of Kwon et al (19) and O’Cathail et al (23) reported
superior efficacy of the conventional PO-D regimen over the modified IV-D regimen.
Kwon et al (19) compared the efficacy of both regimens in POC and PPC patients and
there were significant difference in P-HSR rate (IV-D 17.3% versus PO-D 7.5%, p = 0.047)
and in severe P-HSR rate (IV-D 7.3% versus PO-D 0.9%, p = 0.019). O’Cathail et al (23)
compared the efficacy of both regimens in gynecologic cancer patients, which P-HSR
rates for IV-D versus PO-D regimens were 14.5% and 5.4% (p = 0.07), and severe P-
HSRs were 5.4% and 0% (p = 0.049), respectively.

The overall P-HSR and mild P-HSR rates in this RCT study were higher than the
previous studies but were comparable with a study of Rosenberg et al (31). This was
the bifactorial randomized trial in recurrent ovarian cancer patients randomized to
receive a weekly or 3-week infusion of single agent paclitaxel and to received IV-D or
PO-D regimen. There were not significant differences between the two group, either

overall P-HSRs (24.2% and 22.6%, p = 0.787) and severe P-HSRs (5.0% versus 4.6%, p
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= 0.912), and skin hypersensitivity reaction was the most common HSRs (17.1%).
However, the present study found hypertension after paclitaxel infusion was the most
common P-HSRs, and was transiently mild manifestation. Underlying hypertension
disease was not associated with HSRs from univariate analysis and the baseline vital
sign of all participants before chemotherapeutic administration was stable.

Dexamethasone shows the highest anti-inflammation among glucosteroids and
is used systemically to treat acute and severe inflammatory, immunological and
allergic disorders. Although the PO-D regimen has higher steroid dose and longer time
interval between premedication than the IV-D regimen contribute to more effective
immune suppression (9), the efficacy of the IV-D regimen in this study was not differ
from the PO-D regimen. From the study of pharmacokinetics and pharmacodynamics
of intravenous dexamethasone, the injectable form of dexamethasone phosphate
after intravenous administration has been shown to be immediate activated to
dexamethasone in vivo with short half-life of 4.3 h, and reflects in the pronounced
systemic effect on lymphocytes (32).

Higher dexamethasone dose and prolong half-life of oral dexamethasone
caused to higher sides effects than the IV-D regimen. In this study, patients in PO-D
complained about more stomach irritation, metallic taste in the mouth, increased
appetite, acnes, stretch marks on the skin, increased fat on the face (rounded face),
upper back, and belly, insomnia, and mood swing. Acnes were recorded in PO-D
significantly more than in IV-D (10.6% versus 2.1%, p = 0.004). Nevertheless, the quality-
of-life of both groups were not different during the first cycle of chemotherapy.

Sendo et al (10) evaluated risk factors associated with P-HSRs in ovarian cancer
patients received combined paclitaxel plus carboplatin and found that presence of
respiratory dysfunction, obesity and postmenopausal status at the time of
oophorectomy were reported as risk factors for P-HSRs. Patients who was obesity,
abnormal chest radiography and presence of ascites had more P-HSR rate than others
in the present study; however, the significant risk factors associated with P-HSRs were
not identified by univariate analysis

The present study is the first randomized controlled trial study for direct

comparison of the efficacy of IV-D and PO-D regimens for P-HSR prophylaxis in
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POC/PTC/PPC patients received the first cycle of combined intravenous paclitaxel plus
carboplatin. The efficacy and safety of IV-D regimen can confirm for application in
clinical practice. In addition, compliance is an important factor to P-HSR prophylaxis.
The PO-D regimen may be inconvenient for patients because oral corticosteroid must
be taken 12 and 6 h before chemotherapy administration. If patients forget to take
one or both pre-treatment steroid doses, they would encounter to danger to life. The
IV-D regimen results in lower total steroid doses and precludes the issues of
compliance. Although the severe P-HSR was found only in 1 case of the IV-D regimen
(< 1%) and no fatal outcome was detected, patients who treated with paclitaxel
should be actively and continuous monitored regardless of premedication type. This
study has some limitations. The participants do not represent all women with
POC/PTC/PPC received combined paclitaxel plus carboplatin due to this study was
focused in patients with good performance status and limited dose and infusion rate
of paclitaxel in only one regimen. Further study in different regimens of paclitaxel and

in different chemotherapeutic cycles is interest.

Summary

Efficacy of the IV-D regimen in prophylaxis of P-HSRs was not different from the
PO-D regimen. In addition, side effect of short-term dexamethasone use in IV-D regimen
was less than PO-D regimen. The modified IV-D regimen is proper for prophylaxis of P-

HSRs in POC, PTC, or PPC patients received combined paclitaxel plus carboplatin.
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Appendix 1: Combination paclitaxel/carboplatin regimen
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Protocol | Visit

Day 1

Allocation code

Date:  / /25

Day Month  Year

Paclitaxel/Carboplatin AUC = Regimen, Cycle 1

FIGO Stage (2009)

BW  kgHt  ecm=2>BSA__ m’Cr_ mg/dL
(&1 BMI > 30 kg/m? Tld Ideal BW %39 Adjusted BW)

GFR = [0.85 x (140-age) x BW in kgl/(72xCr) = mU/min
Carboplatin dose = AUC  x[GFR+25] =  mg

Diagnosis [ ovarian cancer [ Fallopian tube cancer [ peritoneal cancer

- Activity: as tolerance
- Diet: Regular
- Record V/S, 1/0
- Premedication
1) Drug A 5 tabs oral at 10.00 pm, 04.00 am.
2) 30 min before Paclitaxel (10.00 am)
-Drug B4 ml IV
- Odansetron 8 mg IV then prn for N/V g 8 hr
- Diphenhydramine 50 mg + Ranitidine 50 mg IV

- Chemotherapy

1) Paclitaxel (175 mg/m?) mg + NSS 500 ml IV drip in 3 hr (Non-PVC set)

- Record V/S every 15 min x 4 then every 30 min x 4 as infusion of paclitaxel

- Observation for sign of anaphylaxis in first 30 min (pruritus, rash, chest pain,

back pain, urticaria, facial swelling, wheezing, tachycardia, hypotension)

2) Carboplatin mg + 5% D/W 100 ml IV drip in 30 min



- H/M
1) Ondansetron (8 mg) 1 tab oral every 8 hr. # 10
2) Metoclopramide (10 mg) 1-2 tab oral prn for N/V q 6 hr. # 15
3) Ferrous sulphate 1 tab oral bid # 60

4) Dexamethasone (4 mg) 5 tab oral at 23.00 W. AuABUTUR waz 06.00 . W IuLn
#10
- D/C wassugnAsuLas V/S Uni
- F/U 2 wk w¥au CBC 7 5.w 1ndtu (for Cycle 1 only)

- F/U 4 wk wu @. w¥au CBC, BUN/Cr, DB/TB, SGOT, SGPT, CA125

ATUIULNNE Sd 919156
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Appendix 2: Case record form

Study: Intravenous versus oral regimens of dexamethasone for prophylaxis of

v = Y
HUUUUNNYBYE
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paclitaxel-associated hypersensitivity reaction in primary ovarian, fallopian tube and

peritoneal cancer patients: a double-blind randomized controlled trial

Checklist
1. JUhelasunsitiadeddu primary ovarian %38 fallopian tube [ ves [ No
%39 peritoneal cancer
2. feldsusnaiiintngns paclitaxel/carboplatin - seuusnly O ves O No
Tsmeunaswianas 1 nw. 2558 8¢ 31 n.A. 2558
3. JUhee1y 18- 70 T Oves DOno
4. ECOG performance status 11y 0-2 O ves N
5. HANINTIINMiesUfURN1S Oves DOno
Hemoglobin 2 10 g/dL
Absolute neutrophil count = 1500 /mm’
Platelet count = 100,000/mm’
Serum creatinine < 2.0 mg/dL
- Bilirubin < 1.5 x ULN, alkaline phosphatase and SGOT < 3 x ULN.
6. tgll‘llJ’JEJ?H:MSQL“ﬁﬂmm%éaa’ﬁﬂ’wﬂ%ﬂﬁ Oves DOno
7. JUeldiglasu paclitaxel #38 carboplatin wnneu Oves [Ono
8. HUreliiluseiRun taxanes %38 platinum analogues Oves DOno
9. fhelsiimeldSusngu corticosteroid Tutamisenindfiiuan O ves O No
10. JUhefivseiAui corticosteroid 3@ diphenhydramine vse [ ves [ No
ranitidine
11. Qﬂwmmaa%ﬂszmuﬁwma lactose 161 Oves DOno
12. fhefivseRuiinsuasyia Oves Do
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Protocol Visit Allocation code
Day 0
Date:  / /25

Day Month Year

Part 1: Clinical data

1) Age years
2) Body weight kg
3) Height cm

4)  Number of pregnancies
5) History of underlying disease
No [
Yes [J? (describe)

6) History of tobacco smoking

No [
Yes [? duration ,
amount _ cigarette(s)/day
7)  History of alcoholic drinking
No [t

Yes [? duration ;
amount glass(es)/day

8) Cancer diagnosis
Ovarian cancer '
Fallopian tube cancer [1°
Peritoneal cancer []°

9) Histologic type

Serous carcinoma 1"
Mucinous carcinoma ]2
Endometrioid carcinoma [?

Clear cell carcinoma []*



Transitional cell carcinoma [1°

Adenocarcinoma, NOS  []¢

Other [(describe)

10) Histologic grade

Well differentiated [*
Moderately differentiated []2
Poorly differentiated [1?
Undifferentiated  []4

11) Surgical treatment
Cytologic only [*
Suboptimal surgery []?
Optimal surgery []°

12) FIGO Stage (2009)

13) Role of chemotherapy
Adjuvant chemotherapy g
Neoadjuvant chemotherapy g
Palliative chemotherapy []°

14) ECOG performance status

Part 2: Physical examination

15) Vital sign
Temp °C PR /min RR /min
16) General Normal [J? Abnormal [J2

Described abnormalities

BP

/

Not done [1°
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17) HEENT Normal [J1? Abnormal [12 Not done [J°
Described abnormalities
18) Heart Normal [J? Abnormal [J2 Not done [1°
Described abnormalities
19) Lung Normal [ Abnormal [J? Not done [1°
Described abnormalities
20) Abdomen Normal [ Abnormal 12 Not done [1°
Described abnormalities
21) Extremities Normal O Abnormal [J2 Not done [J1°
Described abnormalities
22) Skin Normal [J? Abnormal 12 Not done [1°

Described abnormalities




23) Nervous  Normal 1! Abnormal [12

Described abnormalities

58

Not done [J°

Part 3: Laboratory investigation

24) Hemoglobin g/dl
25) WBC /mm?’
26) Absolute neutrophil count /mm’
27) Platelet count /mm?
28) Serum creatinine mg/dl
29) Total bilirubin mg/dl
30) Direct bilirubin me/dl
31) SGOT U/t
32) SGPT U/t
33) Alkaline phosphatase u/t

34) Chest x-ray
Normal [J!
Abnormal 2 (describe)
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Protocol | Visit

Day 1

Allocation code

Date:  / /25

Day Month  Year

Part 1: Vital sign as paclitaxel infusion BP PR RR

35) 15 min / /min | /min
36) 30 min / /min | /min
37) 45 min / /min | /min
38) 60 min / /min | /min
39) 90 min / /min | /min
40) 120 min / /min | /min
41) 150 min / /min | /min
42) 180 min / /min | /min

Part 2: Hypersensitivity reaction (HSRs) as paclitaxel infusion

43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)

Flushing No [
Pruritus No [
Chest pain No [t
Back pain No [
Tachycardia No [
Bradycardia No [
Hypertension No [I
Hypotension No [
Urticaria No [t
Angioedema No [
Bronchospasm No [t

Yes [J?, CTCAE v.4.03 grade
[J? | cTCAE v.4.03 grade

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

07 | cTCAE v.4.03 grade

[J? | cTCAE v.4.03 grade

07 | cTCAE v.4.03 grade

0%, cTCAE v.4.03 grade
%, cTCAE v.4.03 grade

07 | cTCAE v.4.03 grade

[J? | cTCAE v.4.03 grade

07, cTCAE v.4.03 grade

2, cTCAE v.4.03 grade



54) Other HSRs No [
Specify
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Yes [J?, CTCAE v.4.03 grade

55) HSRs CTCAE v.4.03 grade

56) If HSRs occurs, please indicate medication and treatment

Chlorphenhydramine IV
Diphenhydramine IV
Dexamethasone IV
Hydrocortisone IV
Epinephrine IV
Bronchodilator

Other treatments

O* pose
[J2 pose
[J° Dose
% pose
[J° pose
[J° pose
07 specify

57) If HSRs occurs, please indicate treatment after HSRs

Re-challenge of paclitaxel infusion g
Single carboplatin 12
Albumin-bound paclitaxel [J°
Docetaxel []¢
Desensitization of paclitaxel []5
Part 3: Adverse events
58) Fatigue
No [t
Yes [J?CTCAEV.4.03 grade
59) Nausea
No [
Yes [J? CTCAEv.4.03 grade
60) Vomiting
No [
Yes [J?CTCAEV.4.03 grade



61) Diarrhea

62) Arthalgia

63) Myalgia

64)

No

Yes

No

Yes

No

Yes

65)

No

Yes

66)

No

Yes

67)

No

Yes

68)

No

Yes

No

Yes

Dl
7 cTCAE v.4.03 grade

Dl
2 cTCAE v.4.03 grade

Dl
[J? cTcAE v.4.03 grade

D1
[J? cTCAE v.4.03 grade

Dl
[J? cTcAE v.4.03 grade

D1
2 cTCAE v.4.03 grade

Dl
7 cTCAE v.4.03 grade

D1
[J? cTCAE v.4.03 grade
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Protocol Visit Allocation code
Day 28
Date:  / /25

Day Month Year

Part 1: ECOG and Physical Examination

69) ECOG performance status
70) Vital sign

Temp  °C  PR___ /min RR___ /min BP /
71) General Normal [ Abnormal [J? Not done [1°

Described abnormalities

72) HEENT Normal [J? Abnormal [J2 Not done [J1°

Described abnormalities

73) Heart Normal [J? Abnormal [J2 Not done [1°

Described abnormalities
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74) Lung Normal [ Abnormal [1? Not done [1°
Described abnormalities
75) Abdomen Normal [J? Abnormal 12 Not done [°
Described abnormalities
76) Extremities Normal [J? Abnormal 2 Not done [J°
Described abnormalities
77) Skin Normal [J? Abnormal 12 Not done [1°
Described abnormalities
78) Nervous Normal [J? Abnormal 2 Not done [J1°

Described abnormalities
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Part 2: Laboratory investigation

79)
80)
81)
82)
83)
84)
85)
86)
87)
88)

Hemosglobin

WBC

Absolute neutrophil count
Platelet count

Serum creatinine

Total bilirubin

Direct bilirubin

SGOT

SGPT

Alkaline phosphatase

g/dL
/mm
/mm
/mm
mg/dL
me/dL
me/dL
U/L

U/L

U/L

Part 3: Adverse events

89)

90)

91)

92)

93)

94)

Anemia

Neutropenia

Febrile neutropenia

Thrombocytopenia

Fatigue

Nausea

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

Dl
2 cTCAE v.4.0.3 grade

D1
2 cTCAE v.4.03 grade

Dl
2 cTCAE v.4.03 grade

D1
2 cTCAE v.4.03 grade

Dl
% cTCAE v.4.03 grade

D1
2 cTcAE v.4.03 grade



95) Vomiting

No [

Yes [J? CTCAEv.4.03 grade
96) Diarrhea

No [

Yes [J?CTCAEV.4.03 grade
97) Arthalgia

No [

Yes [J?CTCAEV.4.03 grade
98) Myalgia

No [

Yes [J?CTCAEV.4.03 grade
99) Sensory neuropathy

No [

Yes [J?CTCAEV.4.03 grade
100)Motor neuropathy

No [t

Yes [J? CTCAEv.4.03 grade
101)Alopecia

No [

Yes [J? CTCAEv.4.03 grade
102)

No [

Yes [J?CTCAEV.4.03 grade
103)

No [

Yes [J? CTCAEv.4.03 grade
104)

No [J?
Yes [J? CTCAE v.4.03 grade



105)

106)

No

Yes

No

Yes

D1
7 cTCAE v.4.03 grade

D1
2 cTCAE v.4.03 grade
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Appendix 3: Functional Assessment of Cancer Therapy-Ovary (FACT-O) and Functional

Assessment of Chronic Illness Therapy (FACIT) licensing agreement

Protocol | Visit Allocation code

Day 0

Date:  / /25
Day Month Year
FACT-O (Thai Version 4)

[ '
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Protocol Visit Allocation code
Day 28
Date:  / /25

Day Month Year

FACT-O (Thai Version 4)
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Appendix 4: Personal Logbook for Side Effects of Dexamethasone

Allocation code

Protocol | Visit

Day 1
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