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Introduction 

The purpose of this award is to evaluate the: 
1) Safety and toxicity of neo-adjuvant thalidomide therapy prior to radical 

prostatectomy in patients with locally advanced prostate carcinoma (PCa), 
assessed by wound healing and peri-operative bleeding. Up to 40 patients will be 
treated in this study. 

2) Efficacy of neo-adjuvant thalidomide treatment, as measured by the rate of 
tumor reduction / PSA decline while on thalidomide therapy; 

3) Qualitative measurements of the in vivo effect of thalidomide therapy on the 
a) Endothelial compartment: (MVD, endothelial cell apoptosis, tissue and 
circulating (serum/urine) levels of pro-angiogenic molecules (VEGF, 
Transforming growth factorbl {TGFbl}, bFGF) and IL-6, IL-8. 
b) Epithelial compartment: Apoptosis / proliferation in PCa cells, and correlate 
with pathological findings at the time of prostatectomy. 

Our hypothesis is that neo-adjuvant treatment with thalidomide will inhibit neo- 
angiogenesis in the primary organ (prostate) as well as at sites of possible 
micrometastases and may reduce PCa recurrence post-operatively. 

This design of neo-adjuvant angiogenesis inhibition is a useful strategy of identifying 
intermediate markers of activity, which may accelerate drug development. 



Body 

The Clinical Development of Thalidomide as an Angiogenesis Inhibitor Therapy for 
Prostate Cancer. 

Task 1. Assess the safety and toxicity of neo-adjuvant thalidomide treatment in patients 
with locally advanced PCa who undergo RRP (months 1-20). 

• Up to 40 patients with clinical stage Tlc-T2c, Gleason score > 7 and PSA>10 or 
clinical stage T3 will be treated with 6 weeks of thalidomide (escalating weekly from 
200 mg/day up to 600 mg/day). If there is no evidence of disease progression at 6 
weeks (by PSA and TRUS criteria), patients will be treated with 6 more weeks of 
thalidomide (600 mg/day) and then will proceed to RRP. Safety will be assessed 
using the endpoints of: a) excessive peri-operative bleeding (more than 5 units of 
PRBC transfusions during the first 24 hours post-operatively) or b) abnormal wound 
healing (fascia dehiscence). Based on historical rates of 8% for excessive bleeding 
and 2% fascia dehiscence at RRP a maximum adverse event rate of .10 is desired. 

Accomplishements 

This clinical trial has been approved by the U.T.-MDACC IRB. 

During the 2001-2202 year the trial was reviewed twice by the HSRRB and we amended 
the protocol according to the HSRRB's recommendations. 

We recently were also able to solve one of the major remaining issues, the re- 
imbursement for potential research-related injuries. Given that there were no moneys 
dedicated for this in this award and the fact that MDACC does not provide compensation 
for research-related injuries, we worked with Celgene and came to an agreement that 
Celgene will provide re-imbursement for injuries related to the investigation in this study 
(the use of thalidomide). 

We have obtained MDACC- IRB approval of this amendement and we are now ready and 
eager to proceed with the study after obtaining final HSRRB approval. 

Task 2.   To assess the efficacy of neo-adjuvant treatment with thalidomide in patients 
with locally advanced PCa who undergo RRP (months 1-24). 

• This is a phase 11 trial of neo-adjuvant thaUdomide prior to RRP in patients with 
newly diagnosed locally advanced PCa. The design of Thall, Simon and Estey (14- 
15) will be used. For the purpose of sample size determination and safety monitoring, 
patient success, S, is defined as stable disease (no increase in tumor mass) at 6 
weeks, followed by > 25% tumor shrinkage, compared to baseline mass or > 



50% decline in serum PSA (with no tumor progression) at 12 weeks.   At 12 
weeks, once S is evaluated, all patients will undergo RRP. The adverse event. A, 
pertains to surgery, and is defined as either excessive bleeding or fascia dehiscence 
(see task 1). A success probability of .20 or larger will be considered clinically 
promising, and a maximum adverse event rate of .10 is desired. 

Accomplishements 

Pending. The safety and efficacy of the thahdomide treatment will be assessed this year 
as soon as we proceed with the study. 

Task 3. Obtain qualitative measurements of the in vivo effect of therapy (months 1- 
36). 

TRUS prostate tumor measurement and prostate biopsies will be obtained pre- treatment, 
at 6 weeks (biopsy optional at that time) and at the time of the surgery. Serum and urine 
samples will be obtained weekly x 3 weeks (during escalation phase of thalidomide), then 
at 6, 12 weeks, pre- and post-operatively. Serum PSA will be measured pre-therapy, at 6 
and 12 weeks on therapy, 3 weeks post-RRP and every 3 months thereafter. Bone 
marrow (BM) aspirate and biopsy will be obtained pre- and post-treatment (optional) 
with thahdomide and the effect of the therapy on bone marrow endothelial cells will also 
be assessed. We will look at the effects of therapy on: 

•   Endothelial compartment: 

- Prostate (cancer and normal gland) MVD will be assessed immunohistochemicaly by 
staining with anti-CD31 antibody (16). Correlate with Gleason score and compare 
matched pre- and post-treatment samples. 
- EndotheUal cell (EC) apoptosis in normal prostate, prostate cancer, bone marrow 
biopsy (by Dual fluorescent labeling technique in CD-31 positive cells [TUNEL]) 

Expression of bFGF, VEGF by PCa epithelium and prostatic stroma (by 
immunohistochemistry and / or in-situ hybridization (5,6,17 ). 

Modulation of circulating endothelial markers (18-21) (serum: E-selectin and 
Thrombomodulin) by ELISA. 
- Modulation of serum: VEGF, TGFbl, IL-6 / 11-8, urine: bFGF levels and BM 
supernatant: VEGF, 
IL-6/IL-8 levels will be measured by ELISA (6,17,22-24). 

•   Epithelial compartment: 

Tumor size (by TRUS) 



- PSA modulation on thalidomide therapy and freedom from biochemical relapse after 
surgery. 

- Apoptosis in prostate cancer cells (by TUNEL) 
- Proliferation index of PCa cells (by PCNA or Ki67) 

and we will determine whether expression of tissue or circulating pro-angiogenic 
molecules and cytokines correlate with: a) pathological findings at surgery (Gleason 
score, MVD changes, pathologically organ confined prostate cancer, rate of positive 
surgical margins and / or lymph node metastases) and could serve as surrogate markers 
for antiangiogenic activity in prostate cancer. 

Accomplishements 

Pending evaluation of the pathology specimens of patients treated on study. 



Key Research Accomplishements 

• Approval of the study by the MD ACC-IRB 
• Review of the study by the HSSRB, revisions made according to HSSRB 

recommendations and approved by MDACC 
• Secure re-imbursement by private sponsor for potential research-related injuries. 

Unfortunately solving the re-imbursement issue proved to be the most time- 
consuming issue since there were no funds allowed in the award to cover for 
potential research-related injuries. We feel very confident that with these issues 
solved now, we can proceed with rapid patient accrual (we do see a lot of patients 
with newly diagnosed locally advanced prostate carcinoma in our center) and 
complete the study within the next 2 years. 



Reportable Outcomes 

Too early. 



Conclusions 

It proved really more time-consuming than anticipated to secure financial coverage for 
potential research-related injuries, but we also learned firom this process. 

We used this time to perfect our techniques in non-protocol patient specimens for 
evaluation of the pathological endpoints. 

Since we had not solved all the issues we did not use any of the award money that we 
received. The money is kept available for the studies as we proceed with initiation of the 
study. 
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Abstract 

Objectives: (MAXIMUM 2000 CHARACTERS) 

1. To determine the efficacy (rate of tumor reduction and PSA decline) of pre- 
operative treatment witfi thalidomide in patients with locally advanced prostate 
carcinoma. 

2. To determine the safety and toxicity (excessive bleeding, wound healing 
problems) of preoperative therapy with thalidomide in patients with locally 
advanced prostate carcinoma who undergo RRP 

3. To obtain qualitative measurements of thalidomide's effect in vivo on: 

a)       endothelial cells / neo-vascularity /angiogenic growth factors: 
- Assessment of neovascularity (MVD) 
- Dual flourescent labeling technique to evaluate apoptosis in CD-31 

positive cells (TUNEL) 
- bFGF, VEGF, EGF and TGF expression by PCa epithelium and 

prostatic stroma 
- Modulation of endothelial markers (serum: E-selectin and Thrombomodulin) 
- Modulation of serum VEGF and urine bFGF levels, and Changes in 

tumor blood flow 
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b) epithelial compartment: 
- Apoptosis in prostate cancer cells (TUNEL) 
- Proliferation (PCNA) 

c) quality of life 

Rationale: (MAXIMUM 2000 CHARACTERS) (Be as concise as possible) 

Clinically locally-advanced prostate cancer has a disease specific death rate of 75%. 
Both external beam radiation therapy (EBRT) and radical prostatectomy have been 
used to treat clinical stage T3 prostate cancer; either alone or in combination, these 
modalities have significant limitations in their ability to eradicate locally advanced 
prostate cancer. New vessel formation is essential to cancer progression including 
prostate cancer. Weidner et al. (1993) showed a correlation between microvessel count 
and metastatic prostate cancer. This study appears to support the theory that the 
degree of angiogenesis Is an important predictor of disease progression. 

Treatment with an angiogenesis inhibitor may reduce the extension of the tumor outside 
the capsule of the prostate and potentially eradicate small volumes of extra-prostatic 
disease. 

Thalidomide is a sedative hypnotic agent that has been shown to alter adhesion 
molecule expression, suppress tumor necrosis factor-K (TNF increase IL-10 production, 
downregulate IL-6, and inhibit basic fibroblast growth factor (bFGF)- and vascular 
endothelial growth factor (VEGF)- induced angiogenesis in the rabbit cornea 
micropocket assay as well as in a murine model of corneal vascu-larization. VEGF or 
bFGF are two strong angiogenic growth factors implicated in prostate cancer 
progression in vivo. 

Thalidomide has shown some evidence of clinical activity in patients with metastatic 
androgen independent prostate cancer. Approximately 30% of 45 treated patients with 
overt metastatic Androgen Independent PCa had some "clinical benefit" without 
significant side effects [among them one individual had improvement in bony lesions 
(documented on bone scan over an 8 month period) that resulted in clinical 
improvement and another patient had a PSA decline of >50% that corresponded with 
symptomatic improvement and less pain medications. In addition, several individuals 
have had minor reductions of soft tissue masses as documented by CT scan] (NCI 
study, Figg et al, personal communication). 

It is postulated that the efficacy of anti-angiogenic agents, such as thalidomide, will be 
seen in both the primary organ as well as the metastatic sites.  However, angiogenesis 
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is site-specific and the effects of different agents may be variable in different tissues - 
organs. 

Tlie safety of treatment witli thalidomide at the doses proposed has been established in 
a pilot study conducted by our department in patients with advanced metastatic renal 
cell carcinoma. 
The safety of pre-operative treatment with a different angiogenesis inhibitor (fumagillin 
analog) has been established in our previous trial (DM96-140), although the results may 
not be necessarily comparable due to a different mechanism of action and much longer 
half-life of thalidomide compared to the fumagillin analog. 

This pre-operative trial will assess: a) the safety of treatment with thalidomide before 
radical prostatectomy, b) screen for evidence of biologic activity (rate of PSA decline 
and tumor reduction with thalidomide), and c) obtain preliminary information concerning 
the effect of the treatment on tissue and serum markers of known angiogenic factors as 
well as the effect of the treatment on the epithelial compartment (apoptosis/proliferation 
markers) that will help us design future combination therapies. 

Eligibility: (List IVIajor Criteria) 

Inclusion: 
1. Prostatic adenocarcinoma without evidence of regional or distant metastases, 

clinical stage T1c-T2c with Gleason score > 7 on initial biopsy or clinical stage 
T3. (chemohormonal vs hormonal protocol remains first priority for patients with 
T1C-T2 disease). 

2. Negative bone scan and CT abd/pelvis. 
3. Life expectancy of at least 10 years. 
4. Surgical candidate for radical prostatectomy and ECOG performance status of 

<2. 
5. Patients must have not other concurrent malignancies (within the past 5 years, 

with the exception of non-melanoma skin cancer or treated superficial transitional 
cell carcinoma of the bladder). 

6. Peripheral granulocyte count > 1,500/mm3, platelet count of > 100,000/mm3 and 
Hb> 10.0 gm/dl, adequate hepatic function with a bilirubin < 1.5 mg % and SGPT 
< 2.5x the upper limits of normal, and adequate renal function defined as semm 
creatinine < 1.5 mg% or creatinine clearance > 40 ml/min. 

7. Patients with biochemical hypothyroidism will have their thyroid hormone 
replaced concurrent with starting the study. Patients with clinical hypothyroidism 
should have their thyroid replaced prior to starting this study. 
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8. Informed consent indicating that patients are aware of tiie investigational nature 
of the study, in keeping with the policies of the institution. The only approved 
consent form is appended to this protocol. 

9. Patients must be willing and able to travel to UT-MDACC for re-evaluation as 
necessary per protocol. 

10. Patients should be counseled about the possibility that thalidomide may be 
present in the semen and must use a latex condom every time they have sexual 
intercourse with a woman during therapy and for 4 weeks after discontinuing 
thalidomide, even if they had a successful vasectomy. 

Exclusion: 
1. Patients who have received any prior hormonal-, immune-, radiation or chemo- 

therapy for prostate carcinoma are excluded from the trial. Prior herbal and/or 
homeopathic medication is allowed if discontinued at least 2 weeks prior to study 
entry. PC-SPES is considered hormonal therapy. 

2. Patients with history of substantial non-iatrogenic bleeding diathesis and patients 
with macroscopic hematuria or active Gl bleeding are not eligible. 

3. Patients with uncontrolled cardiac, respiratory, hepatic, renal, neurologic or 
psychiatric disorder are excluded from the trial. 

4. Patients with NCI grade 2 or greater peripheral neuropathy of any cause 
(clinically detectable), or receiving anti-convulsive medications are not eligible for 
this trial. 

5. Patients who are receiving sedative/hypnotic agents which cannot be 
discontinued (if necessary) are not eligible for this study. 

6. Patients positive for HIV are excluded from this trial. 

Is there an age limit? OYes •No 

Why?   Please explain. 

Treatment/Study Plan: 
Patients will be treated as outpatients with thalidomide orally on a daily basis. The 
starting dose will be 200 mg/day (in the evening), and can be escalated by 200 mg/day 
every week to a maximum of 600 mg/day. One treatment cycle will be 42 days. The 
treatment cycle will be repeated in "responding" patients for a maximum of 3 months 
and then patients will proceed to radical prostatectomy. Patients will be considered as 
"responding" if they show stable intraprostatic lesion by bidimentional measurements 
(TRUS) after the first 6 weeks of thalidomide without PSA progression and if they 
experience more than 25% reduction in bidimentional measurements of the 
intraprostatic lesion(s) and/ or stable or lower PSA after 12 weeks of treatment. Follow- 
up evaluation by digital rectal exam and TRUS will be performed at 6 and 12 weeks of 
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treatment. CT scan (tumor perfusion protocol) of the prostate will be performed before 
and after thalidomide treatment. Biopsy of the prostate tumor will be obtained (optional) 
at 6 weeks of the therapy. Radical prostatectomy will be performed upon completion of 
the thalidomide treatment (+/- 3 days) provided the patient is not suffering any toxicity 
that necessitates delaying the surgery. 

Disease Group: Locally Advanced Prostate Cancer 

Treatment Agent: Thalidomide 

Statistical Considerations: 

This is a phase II trial of neo-adjuvant thalidomide prior to radical retropubic 
prostatectomy (RRP) in patients with newly diagnosed locally advanced prostate 
cancer. The design of Thai!, Simon and Estey (199, 1998) will be used. For the 
purpose of sample size determination and safety monitoring, patient success, S, is 
defined as stable disease (no increase in tumor mass) at 6 weeks, followed by > 25% 
tumor shrinkage, compared to baseline mass or > 50% decline in serum PSA (with no 
tumor progression) at 12 weeks. At 12 weeks, once S is evaluated, all patients will 
undergo RRP. The adverse event. A, pertains to surgery, and is defined as either 
excessive bleeding (> 5 units of blood required during the first 24 hours post surgery) or 
fascia dehiscence. A success probability of .20 or larger will be considered clinically 
promising, and a maximum adverse event rate of .10 is desired. Formally, denote the 
success probability by ps, the adverse event rate by PA, and assume the historical 
probabilities of the four possible combinations (No S, No A), (No S, A), (S, No A), (S, A) 
follow a Dirichlet prior with parameters (720,80,180,20), which implies historical (H) 
mean rates for ps(H) and PA(H) of 10% and 20% as noted above, with independence of 
the two events S and A. For the probabilities under the experimental regimen (E) 
studied in this trial, we assume a Dirichlet prior with the same mean but parameters that 
sum to 4. The two safety monitoring criterion will be to stop the trial if either Pr[ps (H)< 
Ps(E) 1 data] < .01 or Pr[ PA (H)< PA(E) | data] > .95. A maximum of n=40 patients will be 
treated which, if 8/40 (20%) successes are observed, will yield a 90% posterior 
credibility interval running from .11 to .31. Applying these monitoring criteria after each 
cohort of 4 patients has been treated and evaluated, the trial will be terminated if the 
observed [#successes]/[# patients evaluated] < 0/16, 0/20, 0/24,1/28,1/32, or 2/36, or if 
the observed [#adverse events]/[# patients evaluated] >3/4, 4/8, 4/12, 5/16, 5/20, 6/24, 
7/28, 7/32, or 8/36. The operating characteristics of this design are as follows: 
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Trae      ps        pa Early Stopping Probability Sample Size Quartiles 

.20     .10 .11 40    40    40 

.20     .20 .59 16    32    40 

.20     .30 .93 12     12    20 

.05     .10 .79 16    28    36 

References: 

Thall, PF, Simon, R and Estey, EH: Bayesian sequential monitoring designs for single-arm clinical trials 
with multiple outcomes. Statistics in Medicine 14, 357-379, 1995. 

Thall, PF and Sung, HG: Some extensions and applications of a Bayesian strategy for monitoring multiple 
outcomes in clinical trials. Statistics in Medicine 17,1563-1580, 1998. 

Data Monitoring Committee 

Does this protocol require monitoring by a Data Monitoring Committee?      OYes •No 

Which DMC has oversight? 

Describe the Schedule for Interim and Final analysis: 

Patient/Participant Evaluation: (MAXIMUM 4000 CHARACTERS) (Pretreatment and 
Interim Testing) 

Pre-Study 

Q 1 Week 
On 

Escalation At 6 Weeks 
Pre- 

Prostatectomy 
Post 

Prostatectomey 

History, Physical, PS X X X X as indicated 

Quality of Life X X X 
1,3,6 mos and 
q 6 mos x 5 yrs 

Toxicity X X X X 3 mos 

DRE X X X 
3,6 mos and 

q 6 mos x 5 yrs 

Step sect 
1 RUS/Doppler 

X X X as indicated 

Staging biopsies X X+ 

PSA X X X 
1, 3, 6 mos and 
q 6 mos X 5 yrs 

PAP X as indicated 

CBC. diff, Plat X a X X as indicated 

Chemical Survey'' X d X X as indicated 

TSH, T4, T3 X X 
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Serum transferase level X X X 

PT/PTT X X X as indicated 

HlVtest" X 
Urine 
analysis/creatinine 

X X X 3mos 

Electrocardiogram X 
Bone Marrow Asp/Bx X x+ 
Chest X-ray X 
Bone Scan X X" 

CT abdomen/pelvis X X as indicated 

Tumor neovascularity X X X X (at surgery) 

Tissue Angiogenic 
Factors 

X X X X (at surgery) 

Tissue Apoptosis 
Markers 

X X X X (at surgery) 

Serum E-Selectin X X X X X** 

Serum Thrombomoduiin X X X X X** 

Serum IL-6 X X X X X" 

Serum VEGf X X X X X** 

Urine (bFGF/Creatinine) X X X X X** 

Entry info into PDMS X X X X 

a If indicated 
b BUN, creatinine, glucose, alk. phosphatase, total biiirubin, calcium, total protein, albumin, 

phosphorus, uric acid, SGPT, SGOT, Na, K, lactic dehydrogenase, chloride, bicarbonate, Mg 
c HIV test results are acceptable if obtained within 6 months prior to study enrollment 
d Yearly starting when elevated PSA is detected, or earlier if clinically indicated. 
* TRUS guided biopsy of vesico-urethral anastomosis if PSA > 0.3 

On the fourth post-operative day (+/- 2 days) 
+ Optional 
++        Can be performed by the patient's treating urologist at home 

Any studies necessary to completely evaluate malignant and concurrent non-malignant diseases and 
drug toxicity must be obtained and recorded at baseline and before each course as appropriate. 

Biosafety: 

Does this study involve the use of Recombinant DNA Technology? 
If Yes, contact the IBC coordinator for information at 713-745-1697. 

OYes ©No 

Does this study include any products manufactured or produced at MD 
Anderson Cancer Center? 

OYes •No 

Does this protocol Include a PK study with a new radiolabeled compound? 
If Yes, contact the chair of the Radioactive Drug Research Committee at 
713-794-1052. 

OYes ©No 
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Where Will Study Be Conducted: 

• A) Only at MDACC 
O B) MDACC + Community Programs (CCOP/Network) 
O C) Independent Multicenter Arrangements 

Estimated Accrual: 

It is estimated that accrual will be 3^4 participants per month. 

Total AccRjal at M.D. Anderson Cancer Center 40 

Total accrual will be: 40 

Basis of Study: 
This protocol is performed on      O an Inpatient Basis 

O Outpatient Basis 
•Both Inpatient AND Outpatient Basis 

Length of Stay: (MAXIMUM 250 CHARACTERS) (What is the length & frequency of 
hospitalization) 

Four days (routine for prostatectomy) 

Return Visits: (MAXIMUM 250 CHARACTERS) (How often must participants come to 
MDACC) 

Every week for the first 3 weeks of the treatment and at 6 weeks into the treatment, 
and 3 months post-prostatectomy. 

Home Care: (MAXIMUM 250 CHARACTERS) (Specify what (if any) treatment may be 
given at home) 

None 

Name of Research Nurse/Data IVIanager Responsible for Protocol: 

Pauline Dieringer RN / Darlene Montgomery 

Public Display of Protocol on the Office of Protocol Research Web Site:  

The Office of Protocol Research maintains a website (www.clinicaltrials.org) listing •Yes ONo 
protocols actively accming patients. No infomnation is given about drug dose or 
schedule. Would you like this protocol listed on this website?   

If this protocol has a corporate sponsor, we also need to get the sponsor's written ©Yes ONo ON/A 
approval to post the trial on the website. Shall OPR send a letter requesting this 
pemriission to your sponsor?    ^ _^.^ 
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Space Requirements for Clinical Trials: 

Will implementing tills protocol require additional space (clinical, office, departmental)?     OYes •No 

CCSG: 

Indicate the Cancer Center Support Grant (CCSG) - NCI Core Grant Program that this protocol relates to 
(choose from the attached list next to the abstract on the ORA Forms database:   GU Cancers 

Sponsorship and Support Information: 

Sponsor or Supporter:    Celgene Inc. 

Grant Number: 

Is this Protocol listed on any Federal   OYes •Ho 

Grant or Foundation Funding Application? 

Sponsor or Supporter Contact: Telephone:   Andrew Zeitlin, M.D. 

Fax Number: E-Mail:    Office: (732)271-4135 

Fax:     (732)271-4184 

azeitlin@celgene.org 

Who is supplying the drug(s) or device(s)?   Celgene 

Funds Supplier: 

The Code of Federal Regulations at 21 CFR § 312.2(b)(1) describes when it is acceptable to 
conduct a clinical trial using commercially-available drugs without FDA oversight via the IND 
process. The criteria that must be met for the protocol to be exempt from the IND requirement 
are: 

the data are not going to be submitted to the FDA to expand the label for the drug 

the investigation is not going to be used to change the advertising for the drug 

the investigation will be conducted in compliance with federal regulation related to informed 
consent and good clinical practice. 

• 

The main criterion that requires the most scrutiny is the following: 
• The investigation does not involve a route of administration or dosage level or use in a 

patient population or other factor that significantly increases the risks (or decreases the 
acceptability of the risks) associated with the use of the drug product. 

To ensure that all protocols conducted at UTMDACC have the appropriate regulatory oversight, 
please complete the following questions: 

Based on your responses to the following questions, if your protocol needs to be conducted 
under an IND or an IND Exemption request needs to be sent to the FDA, you will be notified or 
asked for additional infomnation. 

Is your protocol being conducted under an IND? "Yes oNo 
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(If Yes, just answer next question) 

Who is the IND sponsor and what is the IND number? MDACC 56,533 
(If No, answer all the rest of the questions) 
Please list below the drugs or other therapies you are using in your protocol and the 
dose and route of administration for which they are approved: 

Please list below the drugs or other therapies and the dose and route of administration 
you plan to use in your protocol: 

Please briefly describe the difference in the patient population you will be treating and 
the patient population for which the drugs in your study have been approved. Are there 
any differences between the two that would cause the patient population in this protocol 
to be at greater risl(? 



Protocol IDOO-089 
Revised April 7,2003 

Page 1 

_4.0 OBJECTIVES 

1.1 To determine the efficacy (rate of tumor reduction and PSA decline) of pre- 
operative treatment with thalidomide in patients with locally advanced 
prostate carcinoma. 

1.2 To determine the safety and toxicity (excessive bleeding, wound healing 
problems) of preoperative therapy with thalidomide in patients with locally 
advanced prostate carcinoma who undergo RRP. 

1.3 To obtain qualitative measurements of thalidomide's effect in vivo on: 

a) endothelial cells / neo-vascularity /angiogenic growth factors: 
- Assessment of neovascularity (MVD) 
- Dual flourescent labeling technique to evaluate apoptosis in 

CD-31 
positive cells (TUNEL) 

- bFGF, VEGF, EGF and TGF expression by PCa epithelium and 
prostatic 
stroma 

- Modulation of endothelial markers (serum: E-selectin and 
Thrombomodulin) 
Modulation of serum VEGF and urine bFGF levels, and 
Changes in tumor blood flow 

b) epithelial compartment: 
apoptosis in prostate cancer cells (TUNEL) 
proliferation (PCNA) 

c) quality of life 

2.0      BACKGROUND: 

In the United States, prostate cancer is the most common cancer and the second 
leading cause of male cancer death (Landis et al). Many patients with prostate 
cancer are curable with local therapy as local treatments continue to evolve to 
minimize morbidity (Zinke H et al). 

The optimal treatment though for patients with locally advanced prostate cancer 
(clinical T3) remains to be defined. External beam radiation therapy (EBRT) alone 
has a significant local and distant failure rate for locally advanced prostate cancer. 
Zagars et al report in their series with a median follow-up of 17 months, that 17% 
and 60% of patients with a pretreatment PSA 4-40 ng/ml or > 40 ng/ml respectively 
developed a rising PSA profile (Zagars GK et al, 1992). In the Stanford University 
series, over 50% of patients followed greater than 1 year after completion of 
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-fadiotherapy have an increasing PSA (StameyTA^taM 989^^ndiGatingGanGer- 
progression. In the Stanford experience, over 90% have positive prostate biopsies 
if random TRUS guided biopsies are performed following radiation therapy (Kabalin 
JN, et al). If traditional disease endpoints are used (i.e., change in bone scan, 
digital rectal examination or prostaticacid phosphatase; excluding PSA and random 
biopsy data), the 15 year disease-free survival for clinical stage T3 patients treated 
with definitive radiation therapy is only 25-40% (Zagars GK, 1987, Bagshaw Ma, et 
al). Furthermore, evidence exists that locally recurrent prostate cancer following 
radiation therapy is of higher grade than the index cancer (Wheeler JA, et al, 
Gumming A, et al). These data suggest that if radiation therapy fails to eradicate 
the cancer, clonal evolution occurs over time favoring progressive loss of 
differentiation (this change in grade probably also occurs with locally recurrent 
prostate cancer following surgery although there are no studies yet documenting it). 

At the same time, radical prostatectomy alone for clinical stage T3 disease also has 
significant limitations. The reported 10- and 15-year survival rates for clinical stage 
T3 disease treated with radical prostatectomy are 12-60% and 20-28% respectively. 
The reported local recurrence rates for pathologic stage T3 patients range from 10- 

41% (Stamey TA, et al, 1992). In many of these patients, radical prostatectomy 
alone is not curative because of local tumor extension outside of the prostate gland 
resulting in positive surgical margins. Positive margin rates of 23-33% have been 
reported for patients with clinically organ-confined prostate cancer undergoing 
radical prostatectomy (Rosen Ma, et al, Stamey TA, 1990, Catalona WJ, et al). 
Although there are no good studies documenting the positive surgical margin rate 
for clinical stage T3 patients, it is presumably significantly higher. In addition, post- 
operative PSA measurements following radical prostatectomy have demonstrated 
that a substantial number of these patients have clinically unrecognized recun-ence 
(Stein A, et al, 19991); in one recent report 66% of patients with positive surgical 
margins had a detectable post-operative PSA (Frazier Ha, et al, 1993). 

Similarly, patients with high grade tumors on initial biopsy have a high risk for 
extracapsular disease: patients with T1 c-T2 tumors and Gleason's score 8-10 have 
a 92% risk for extracapsular extension (Partin AW, et al 1994), while patients with 
T2b-T2c tumors, Gleason's score of 7 and serum PSA > 10 have a > 73% risk for 
extracapsular extension of their disease (Partin AW, et al 1993). 

Radiotherapy has been combined with radical prostatectomy in neoadjuvant and 
adjuvant settings to improve the local control rates for patients with pathologic T3 
disease. The use of radiotherapy in a neoadjuvant setting has been limited 
because of an unacceptably high surgical complication rate (Pontes JE, et al). 
Radiotherapy is commonly used in an adjuvant setting for those patients with 
pathologic T3 disease (especially those who are found to have positive surgical 
margins following radical prostatectomy). In those patients with a detectable PSA 
following radical prostatectomy, only 27-29% exhibit a decrease in their PSA to 
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undetectablelevels^Klein^Ar^tal,-Hudson-MA,^tal).-Although-sonie of these- 
patients may have metastatic disease outside of radiation portals, adjuvant 
radiotherapy following radical prostatectomy appears to eradicate disease in only a 
small percentage of patients. 

Androgen ablation combined with radiation therapy delays progression of disease 
more than radiation therapy alone in patients with locally advanced prostate cancer 
(Pipelich MV, et al, Bolla M, et al) and is considered the current "standard of care" 
for these patients. Nevertheless, none of these therapies is curative. Either alone 
or in combination, these treatment modalities have significant limitations in their 
ability to eradicate locally advanced prostate cancer. Younger patients with locally 
advanced prostate cancer still face a serious threat from progression to metastatic 
prostate cancer. Achieving excellent local control of prostate cancer may be very 
important in delaying progression of the disease. 

New vessel formation is essential to cancer progression including prostate cancer. 
Weidner et al. (1993) showed a correlation between microvessel count and 
metastatic prostate cancer. The mean microvessel count for the metastatic group 
was 76.8 vessels per field, as compared to 39.2 for those without metastasis (p < 
0.0001) (Weidner, 1993). This study appears to support the theory that the degree 
of angiogenesis is an important predictor of disease progression. 

At least eight polypeptide molecules have been shown to stimulate angiogenesis. 
Fibroblast growth factors (FGF), basic FGF and acidic FGF, are two of the most 
potent endothelial mitogens. Several other FGF's have been identified including 
three oncogenes: kFGF from Kaposi's sarcoma, FGF-5 from bladder cancer, and 
hst from gastric cancer. BFGF levels are easily monitored in the urine of patients 
with rapid growing tumors (i.e. newborns with hemangiomas will have large 
quantities of bFGF, as well as patients with bladder cancer and renal carcinoma). 
Other possible regulators of angiogenesis include: angiogenin, transforming growth 
factor-alpha, transforming frowth factor-beta, tumor necrosis factor-alpha, platelet- 
derived endothelial cell growth factor, angiotropin, vascular endothelial growth 
factor, and low molecular weight non-peptide angiogenic factors (Folkman, 1993). 

The inhibition of angiogenesis has been proposed as a potential means for 
selectively impairing tumor growth. Treatment with an angiogenesis inhibitor may 
reduce the extension of the tumor outside the capsule of the prostate and potentially 
eradicate small volumes of extra-prostatic disease. 

Thalidomide is a sedative hypnotic agent that has been shown to alter adhesion 
molecule expression, suppress tumor necrosis factor- a (TNF-a), increase IL-10 
production, downregulate IL-6, and inhibit basic fibroblast growth factor (bFGF)- and 
vascular endothelial growth factor (VEGF)- induced angiogenesis in the rabbit 
comea micropocket assay as well as in a murine model of corneal vascularization. 
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J^EGI^r-bPGi^re4wo-strongangiogeniGgrowth4actorsJraplicated-in-prostate- 
cancer progression in vivo. 

Thalidomide has siiown some evidence of clinical activity in patients with metastatic 
Androgen Independent Prostate Cancer (Al-PCa). Approximately 30% of 45 treated 
patients with overt metastatic Al- PCa had some "clinical benefit" without significant 
side effects [among them one individual had improvement in bony lesions 
(documented on bone scan over an 8 month period) that resulted in clinical 
improvement and another patient had a PSA decline of >50% that corresponded 
with symptomatic improvement and less pain medications. In addition, several 
individuals have had minor reductions of soft tissue masses as documented by CT 
scan] (NCI study, Figg et al, personal communication). The side effects have been 
relatively minor in this patient population: constipation, occasional sedation, 
depression and mild peripheral neuropathy in those receiving drug for greater than 6 
months. 

It is postulated that the efficacy of anti-angiogenic agents, such as thalidomide, will 
be seen in both the primary organ as well as the metastatic sites. However, 
angiogenesis is site-specific and the effects of different agents may be variable in 
different tissues - organs. 

The safety of treatment with thalidomide at the doses proposed has been 
established in a pilot study conducted by our department in patients with advanced 
metastatic renal cell carcinoma. 

The safety of pre-operative treatment with a different angiogenesis inhibitor 
(fumagillin analog) has been evaluated in a previous trial, although the results may 
not be necessarily comparable due to a different mechanism of action and much 
longer half-life of thalidomide compared to the fumagillin analog. Among the first 
20 (out of the planned 25) patients who have completed therapy and undergone 
RRP so far, excessive bleeding was encountered in only one patient (thought to be 
unrelated to the study drug) and wound healing problem (fascia dehiscence) was 
encountered in 1 patient, both events within the range of the expected historical 
rates of 8% and 2%, respectively. Because of the different (much longer) half-life of 
thalidomide and the planned surgery within 2-3 days from end of treatment, we will 
be monitoring for excessive toxicity during the trial (excessive bleeding and/or 
wound dehiscence rates). 

This pre-operative trial will: 
a) assess the safety of treatment with thalidomide before radical prostatectomy, 
b) screen for evidence of biologic activity (rate of PSA decline and   tumor 

reduction with thalidomide), and 
c) provide preliminary information concerning the effect of the treatment on 

tissue and serum markers of known angiogenic factors as well as the effect 
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-of-the^reatmenton-ttie-epitheliaJGompartment--(apoptosis^-proliferation- 
markers) that will help us design future combination therapies. 

2.1     Analysis of risks and benefits of the study: 

Potential risks of the study include development of side effects while on 
thalidomide treatment as well as the potential for increase morbidity at the 
time of prostatectomy because of the prior treatment with thalidomide. 

Haying a prostate and/or bone marrow biopsy may cause pain, redness, 
swelling, infection, and/or bleeding through in the stool and/or urine for a few 
days after the biopsy. In addition, with some biopsies, underlying structures 
can be damaged. Sometimes this structural damage may require further 
tests or eyen surgery to correct. 

Blood draw may cause pain, redness, swelling and / or infection where the 
needle enters the body. 

Diagnostic procedures like ECG, Chest x-ray, bone scan are not associated 
with risk to the patient. The use of intravenous contrast during a CT-scan 
evaluation can in a small number of patients cause allergic reaction (in 
patients with allergy to iodine) and could worse the kidney function in 
patients with compromised kidney function. 

Potential benefits for the individual patient include: inhibition of neo- 
angiogenesis in the primary organ (prostate gland) as well as at sites of 
micrometastases (lymph nodes and / or bone) that could lead to down- 
staging at the time of the surgery and may reduce prostate cancer 
recurrence. 

Potential benefits for prostate cancer research in general and subsequent 
patients diagnosed with prostate cancer may be derived from our ability to 
assess in vivo the effects of thalidomide in prostate and bone tissue as well 
as identify surrogate markers of anti-angiogenic activity which will be 
invaluable to the design of new effective therapies. 

To address the potential risks while on study we take rigorous measures: 

a) The most devastating event associated with thalidomide therapy is 
the teratogenicity. Patients are warned and counseled regarding this 
risk and are required to use adequate birth control during and for 2 
months after participation in this study. Men are required to use a 
latex condom every time they have heterosexual intercourse during 
and for 8 weeks after stop taking thalidomide, even if they have had a 
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successful vasectomy. 

b) Patients are also warned regarding other potential side effects of 
thalidomide (i.e.: somnolence, dizziness, hypotension, bradycardia, 
nausea, vomiting, fatigue, photosensitivity, low blood counts / 
infections, changes in apetite, increase risk of bleeding and 
decreased wound healing) and are monitored very closely during the 
study (see appendix A). Patients are reminded not to drive while they 
are taking part in the study. 

c) Patients are counseled regarding potential risks of invasive 
procedures during the study (i.e.: bone marrow biopsy, prostate 
biopsy). Bone marrow biopsies are performed in our institution by 
highly trained personnel using adequate local anesthesia. 
TRUS/prostate biopsies are performed by highly trained physicians 
and physician assistants with minimal discomfort to the patients. 
Blood draw is performed in our institution by qualified phlebotomists 
with minimal risks to the patients. The total amount of blood drawn 
during the study (230 cc) is drawn in 5 different time points over a 4 
month period of time, and is well below the maximum recommended 
amount to be drawn, either in one setting or over this specified period 
of time. 

d) The primary clinic attending of the patient and our radiology 
department screen patients very carefully for possible iodine allergy 
prior to CT scan evaluation. Patients are not given intravenous 
contrast if they have known allergic reaction to iodine or are given 
medications to prevent the reaction. Patients are monitored during 
CT-scan evaluation by trained personnel and medical treatment is 
provided if necessary in the case of a newly developed allergic 
reaction. Patients are not given intravenous contrast if they have 
abnormal kidney function. 

e) We also monitor patients very closely in the trial regarding potential 
increased morbidity at the time of the prostatectomy; there is a 
mandatory evaluation every 4 patients on the trial to assess for 
toxicity and efficacy before the trial can continue accrual. Very strict 
early stopping rules are in place (see section 8.0 statistical section of 
the protocol), even though our prior experience with another 
angiogenesis inhibitor (fumagillin analog) prior to prostatectomy did 
not show increased toxicity. 
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_2.2 Ethical considerations 

Gender and IVIinoritv Inclusion for Research Involving Human Subjects 

There are no restrictions based on race or minority status except for 
important safeguards against administering thalidomide to patients who 
cannot comply with the safety requirements of the protocol (i.e. use adequate 
birth control during and for 2 months after participation in this study, even if 
they have had a successful vasectomy). 

Women and / or Children are not included in the protocol since prostate 
cancer is a disease of adult men. 

3.0       BACKGROUND DRUG INFORMATION 

Thalidomide is a potent teratogen that causes dysmelia (stunted limb growth) in 
humans (Kruger et al, Figg et al 1999). Thalidomide was marketed as a sedative, 
but was withdrawn from the European market 30 years ago because of its 
teratogenic effects. The compound was later discovered to be extremely effective in 
lepromatous leprosy (and received FDA approval in 1998 for the treatment of 
leprosy (Bauer et al 1998a)) and is presently used as an experimental dmg in the 
treatment of a variety of diseases with an autoimmune character, including recun-ent 
aphthosis of nonviral and nonfungal origin in human immunodeficiency patients. 
Recently, in vitro data has suggested that thalidomide has antiangiogenic activity (D* 
Amato, et al). Figg and colleagues demonstrated that a metabolite of thalidomide 
was responsible for the antiangiogenesis properties (Bauer et al 1998b). 
Thalidomide's safety in non-pregnant humans was initially established in a study of 
graft versus host disease (GVHD) conducted at the Johns Hopkins University 
School of Medicine. Its known side effects (at dosages above that to be used in this 
trial) include sedation, constipation, and sensory peripheral neuropathy, occuning in 
3% of subjects. 

It has been postulated that limb defects seen with thalidomide were secondary to an 
inhibition of blood vessel growth in the developing fetal limb bud. The limb bud is 
unique in requiring a complex interaction within angiogenesis. Since angiogenesis 
is the formation of new blood vessels from sprouts of preexisting vessels, the limb 
bud would be a particularly vulnerable target to a teratogen that inhibited vascular 
endothelial growth, it was recently demonstrated that orally administered 
thalidomide is an inhibitor of angiogenesis when using the rabbit cornea 
micropocket assay (D' Amato, et al). Based on this in vivo animal model, it is 
suggested that thalidomide might be useful in the treatment of angiogenesis of solid 
tumors. 
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^l^alidomideT-a^lutamiG^acid derivativer^was first described in^953^y4he^wiss 
pharmaceutical company Ciba. Ciba discontinued research on the compound and a 
German company Chemie Gmnenthal undertook development in 1954. It was later 
mariceted as a sleeping pill, and was subsequently blamed for nearly 12,000 birth 
defects between the late 1950s and eariy 1960s. 

Shortly after the withdrawal of thalidomide from the market, a pronounced 
effectiveness of the substance against inflammation associated with leprosy was 
noted. Despite its teratogenic potential, it has been used in the treatment of leprosy 
for more than 20 years. Additionally, thalidomide was reported to inhibit the graft 
versus host reactions following bone marrow transplantation. Recently, in vitro data 
has suggested that thalidomide has anti-angiogenic activity. 

3.1 Physical, Chemical and Pharmaceutical Properties 

Thalidomide (N-Phthalidoglutarimide; C13O4N2H10) is a racemate. The S(- 
)/l and R(+)/d forms represent derivatives of I- and d-glutamic acid, 
respectively (Simmons et al). The maximal solubility of racemic thalidomide 
in water is approximately 2 x 104 mol/L (45 to 60 mg/L) [Schumacher et al.]. 
The ultraviolet spectrum of thalidomide is characterized by an absorbance 
maximum at 300nm which is dependent on an intact phthalimide moiety All 4 
amide bonds present in the molecule are susceptible to hydrolytic cleavage 
in vitro at pH values higher than 6 (Schumacher et al., Luzzio et al). 

General: CAS registry No.50-35-1 
Molecular formula = C13 H10 N2 04 
Molecular weight = 258.23 daltons 

Non enzymatic cleavage of 1 or more of the amide bonds in the thalidomide 
molecule produces hydrolysis products which contain at least 1 carboxyl 
group (Schumacher et al.). They are thus more polar and can be expected to 
cross biological membranes less efficiently than the parent compound. 
Thalidomide constitutes a transport form for its hydrolysis products; the non 
polar parent compound enters cells or tissues and is converted to polar 
derivatives which have been shown to accumulate in erythrocytes and in the 
embryo (Fabro et al. 1967a). 

3.2 Pre-clinical Experience 

Thalidomide has recently been shown to inhibit angiogenesis (30-51% 
reduction in vascularization) induced by FGF in the rabbit cornea 
micropocket model. It appears the antiangiogenic activity in this model is the 
result of one of the epoxide active metabolites; thalidomide did not have 
activity in the chicken chorioallantoic membrane assay (a topical assay 



Protocol IDOO-089 
Revised April 7, 2003 

Page 9 

-compared with orally administered animal model).- 

Gordon et al. reported that rats were resistant to the teratogenic effects of 
thalidomide, but rabbits (as well as higher primates) were sensitive (Gordon 
et al). They speculated that differences were due to alterations in 
biotransformation between the species. Furthermore, they noted that after 
thalidomide treatment, 4- and 5-hydroxylated metabolites of thalidomide 
were recovered from the urine of rabbits, but not rats. The presence of 
phenolic derivatives of thalidomide suggests that the drug might undergo 
oxidative metabolism via an arene oxide intermediate. Arene oxides have 
been implicated as mutagens, cytotoxins, and teratogens. The intermediate 
metabolite is also most likely responsible for the antiangiogenic activity. 
Furthermore, Gordan et al. showed that inhibiting epoxide hydrolase results 
in enhanced teratogenicity. Likewise, Folkman and colleagues noted that 
inhibition of epoxide hydrolase results in enhanced antiangiogenic properties. 

Bauer et al evaluated thalidomide in two in vitro angiogenesis models (rat 
aorta model and human endothelial cell culture) and demonstrated 
antiangiogenic activity in the presence of human liver microsomes (Bauer et 
al. 1998b). Furthermore, they reported that rodent microsomes failed to 
generate the active metabolite, but rabbits did. 

3.2.1   Preclinical Pharmacology 

The biochemical mechanism of the non sedative effects of 
thalidomide is unclear. Very little work has been done to understand 
the neurotoxic action or immunomodulatory effect of the compound on 
a molecular bases. Considering the possible combinations of 
hydrolysis, hydoxylation, and optical activity, there may be more than 
50 metabolites of thalidomide in vivo. 

Effects of thalidomide on the endocrine system have been 
consistently observed in both clinical trials and animal experiments. 
These actions may be due to an effect of the drug on the 
hypothalamus (Locker et al. 1971). In humans, a tendency to 
normalize hyperthyroid states has been noted. Iodine uptake by the 
thyroid gland was slightly decreased, and myxedema was 
occasionally observed. Increased urinary secretion of 17- 
hydroxycorticosteroids associated with hypoglycemia has been 
reported. Drug interactions with thalidomide have not been 
systematically studied. Thalidomide enhances the sedative activity of 
barbiturates, alcohol, chlorpromazine and reserpine, while its sedative 
action is antagonized by methylamphetamine and methylphenidate. 
Based on the clinical experience of the investigators at NCI 
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 hypotoyroidisrrv^has notbeen^bserved-in-patients witb~metastatic- 
prostate cancer. To date, no significant dmg interactions have been 
identified between tiialidomide and cytochrome P450 enzyme 
inducers and iniiibitors (Figg et al, personal communication). 

3.2.2 Preclinical Toxicology 

Thalidomide is a potent teratogen. In 1961, McBride and Lenz 
described the association between limb defects in babies and 
maternal thalidomide usage. Although humans are exquisitely 
sensitive to the teratogenic effects of thalidomide, experiments in 
rodents failed to reveal similar effects. Teratogenic effects could be 
experimentally reproduced by the administration of thalidomide to 
pregnant rabbits at an oral dose of 100-300 mg/l<g/day. [Over the 
past 30 years the mechanism of thalidomide's teratogenicity has been 
extensively studied, but has remained unsolved (Stephens 1988)]. 

3.2.3 Pharmacokinetics and Drug Metabolism in Animals 

Studies in experimental animals showed high concentrations of the 
drug in the gastrointestinal tract, liver and kidney, and lower 
concentrations in muscle, brain and adipose tissue. In pregnant 
animals, thalidomide is able to pass across the placental barrier 
(Fabroetal. 1967a; Nicholls 1966; Schumacher et al. 1965a, 1970). 

In animals, the main pathway of degradation appears to be non- 
enzymatic hydrolytic cleavage (Fabro et al. 1967a; Schumacher etal. 
1965a). Minor amounts of hydroxylated products have been detected 
in the urine of some species (Schumacher et al. 1965a). Hepatic 
metabolism of thalidomide probably involves enzymes of the 
cytochrome P450 family (Braun et al. 1986). Only the parent 
compound is enzymatically modified (Braun & Weinreb 1985; 
Schumacher etal. 1965a). Thalidomide itselfdoes not cause enzyme 
induction (Brode 1968a), but possibly interferes with enzyme 
induction caused by other compounds (Brode 1968a). 

3.3     Clinical Pharmacokinetics 

The pharmacokinetics of thalidomide have not been clearly characterized in man 
(Piscitelli et al). Theoretically, greater than 12 different metabolites can be formed 
from thalidomide by hydrolysis and several others by alternative metabolic pathways 
(phenolic metabolites): however, the main transformation of thalidomide in the body 
may be by spontaneous chemical processes and not involve enzyme reactions. 
Thus, it seems probable that a minor proportion of the drug is enzymatically 
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Jiydroxylated. 

Oral administration of thalidomide at 100 to 200 mg in humans results in maximal 
blood concentration of 0.9 to 1.5 \igfml after 4 to 6 h (Chen et al.). Absorption and 
elimination half-lives calculated from data of 8 healthy subjects were 1.7 ± 1.05 and 
8.7 ± 4.11 h, respectively; a lag time of 0.41 ± 0.17 h was observed in 6 individuals 
(Chen et al. 1989). Using a 1- compartment model, the authors calculated a volume 
of distribution of 120.64 + 45.36 L, a total body clearance of 10.41 ±2.04 L/h, and a 
renal clearance of 0.08 ± 0.03 L/h. Only 0.6 ± 0.22% of the administered dose was 
excreted as unchanged compound in the urine. The hydrolytic cleavage in serum 
(Chen et al.) is much slower than that in vitro at pH 7.4 (Schumacher et al. 1965b). 
This may be because thalidomide is highly bound to plasma proteins (Bakay & 
Nyhan 1968). 

There is some controversy over the incidence of neurotoxicity associated with 
thalidomide. The incidence may be disease specific (patients with prurigo nodularis 
may have a higher incidence than patients with rheumatoid arthritis or some other 
disease). A group from Columbia reported treating 17 patients with arthritis with a 
dose of 400 to 600 mg per day of thalidomide (mean duration of therapy, 24.8 
month, range 7-65 weeks). They found that 2 patients developed symptoms of 
peripheral sensory neuropathy that was reversed on discontinuation of therapy. 
Crawford reported that 25% of patients (n=60) receiving thalidomide for the 
management of chronic discoid lupus erythematosus developed neuropathies, and 
ail patients (n=8) receiving it for nodular prurigo and aphthous stomatitis were found 
to have neuropathies. Sheehan reported the development of neurological 
complications in 2 of 5 patients receiving thalidomide for prurigo nodularis. 
Polyneuropathy persisted in one of those patients for greater than 12 months after 
the discontinuation of therapy. Aronson et al. reported the development of sensory 
peripheral neuropathies (onset 2 to 12 months into therapy) in 3 of 4 patients with 
prurigo nodularis that were receiving thalidomide (100 to 300 mg per day). Their in 
vitro work went on to show that thalidomide induced primary neuronal degeneration. 
Schroder et al. reported that there was a reduction in sheath thickness) and a 

decrease in conduction velocity in thalidomide treated New Zealand white rabbits as 
compared to controls. 

Figg and colleagues have reported on the pharmacokinetics of thalidomide in 
patients with prostate cancer (Figg et al 1999). They observed a slight decrease in 
the clearance and an estimated terminal half-life daily dosing of 200 mg/d to be 7.1 
hours. There was a linear relationship between dose and plasma concentration 
using does between 200 and 1200 mg/day. 
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4.0      PATIENT ELIGIBILITY 

4.1      Inclusion Criteria 

4.1.1 Prostatic adenocarcinoma without evidence of regional or distant 
metastases, clinical stage T1c-T2c with Gleason score > 7 on initial 
biopsy and PSA > 10 ng/dl or clinical stage 13. 

4.1.2 Negative bone scan and CT abd/pelvis. 

4.1.3 Life expectancy of at least 10 years. 

4.1.4 Surgical candidate for radical prostatectomy and ECOG performance 
statusof < 2. 

4.1.5 Patients must have no other concurrent malignancies (or within the 
past 5 years, with the exception of non-melanoma skin cancer or 
treated superficial transitional cell carcinoma of the bladder). 

4.1.6 Peripheral granulocyte count > 1,500/mm3, platelet count of > 
100,000/mm3 and Hb> 10.0 gm/dl, adequate hepatic function with a 
bilirubin < 1.5 mg % and SGPT < 2.5x the upper limits of normal, and 
adequate renal function defined as serum creatinine < 1.5 mg% or 
creatinine clearance > 40 ml/min. 

4.1.7 Patients with biochemical hypothyroidism will have their thyroid 
hormone replaced concurrent with starting the study. Patients with 
clinical hypothyroidism should have their thyroid replaced prior to 
starting this study. 

4.1.8 Informed consent indicating that patients are aware of the 
investigational nature of the study, in keeping with the policies of the 
institution. The only approved consent form is appended to this 
protocol. 

4.1.9 Patients must be willing and able to travel to UT-MDACC for re- 
evaluation as necessary per protocol. 

4.1.10 Patients should be counseled about the possibility that thalidomide 
may be present in the semen and must use a latex condom every 
time they have sexual intercourse with a woman during therapy and 
for 4 weeks after discontinuing thalidomide, even if they had a 
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-suGGessfuUasectomy. 

4.2     Exclusion criteria 

4.2.1 Patients who have received any prior hormonal-, immune-, radiation 
or chemo-therapy for prostate carcinoma are excluded from the trial. 
Prior herbal and/or homeopathic medication is allowed if discontinued 
at least 2 weeks prior to study entry. PC-SPES is considered 
hormonal therapy. 

4.2.2 Patients with history of substantial non-iatrogenic bleeding diathesis 
and patients with macroscopic hematuria or active Gl bleeding are not 
eligible. 

4.2.3 Patients with uncontrolled cardiac, respiratory, hepatic, renal, 
neurologic or psychiatric disorder are excluded from the trial. 

4.2.4 Patients with NCI grade 2 or greater peripheral neuropathy of any 
cause (clinically detectable), or receiving anti-convulsive medications 
are not eligible for this trial. 

4.2.5 Patients who are receiving sedative/hypnotic agents which cannot be 
discontinued (if necessary) are not eligible for this study. 

4.2.6 Patients positive for HIV are excluded from this trial. 

5.0       TREATMENT PLAN: 

All patients will be registered with the Data Management Office at 792-2926. 

Patients will be treated as outpatients with thalidomide orally on a daily basis. The 
starting dose will be 200 mg/day (in the evening), and can be escalated by 200 
mg/day every week to a maximum of 600 mg/day. One treatment cycle will be 42 
days. The treatment cycle will be repeated for a maximum of 2 cycles (3 months) in 
patients who show stable or regressing disease (by DRE, TRUS, and/or PSA) after 
the first 6 weeks of treatment, and then patients will proceed to radical 
prostatectomy. 
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Patients in tliis study will be allowed to receive up to 6-weeks supply of thalidomide 
at one time. 

Follow-up evaluation by digital rectal exam and TRUS will be performed at 6 and 12 
weeks of treatment. CT scan (tumor perfusion protocol) of the prostate will be 
performed before and after thalidomide treatment. Biopsy of the prostate tumor will 
be obtained (optional) at 6 weeks of the therapy. 

Radical prostatectomy will be performed upon completion of the thalidomide 
treatment (+/- 3 days) provided the patient is not suffering any toxicity that 
necessitates delaying the surgery. Surgery will be delayed if there is any bleeding 
abnormality and/or until platelet count is >_100,000 and coagulation profile (PT/PTT) 
is normal. If at the time of surgery a patient is found to have positive lymph nodes, 
prostatectomy will be abandoned, a repeat prostate biopsy will be performed at the 
time of the surgery, and the patient will be offered other treatment modalities 
(hormones, XRT). 

Patients will be considered as showing evidence of biologic activity if they have: a) 
more than 25% reduction in the product of the bidimentional measurements of the 
intraprostatic lesion(s) by TRUS without PSA progression after 12 weeks of 
treatment, or b) stable intraprostatic lesion by TRUS at 12 weeks and > than 50% 
reduction is serum PSA at 12 weeks. 

"PSA progression" is defined as a more than 25% increase in serum PSA over the 
baseline value (pretreatment PSA). 
Progression of measurable prostatic lesion by TRUS is considered a more than 
25% increase in the product of perpendicular diameters of measurable lesion (s). 

5.1      Dose Modifications 

The dose of thalidomide may be reduced by 200 mg per day for toxicity 
(grade >_3 toxicity that appears to be drug related or grade^2 peripheral 
neuropathy) which resolves to grade < 1 with interruption of treatment within 
a 2 week period. If a patient requires an additional dose adjustment, then 
they will be removed from the study based on toxicity. 
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5.2 The investigational drug (Thalidomide) is kept by the U.T.-M.D. Anderson 
Cancer Center Pharmacy. Dmg is dispensed by the Pharmacy and a drug 
dispense log Is kept by the U.T.-M.D. Anderson Cancer Center Pharmacy. 

Subject compliance will be assessed every clinic visit. Patients will be asked 
regarding pills taken (or missed) and about adherence to protocol 
requirements (with particular focus on the issue of birth control). A notation 
of the above will be made in the patient's chart from the clinic nurse / 
research nurse / clinical nurse specialist / advanced practice nurse or 
physician. Unused dmg will be returned and disposed appropriately. 

5.3 The IND for this drug application is 56,533. This IND is held by U.T.- 
MDACC. 

6.0     PRETREATMENT EVALUATION (see also Appendix A) 

6.1 Complete history and physical examination including performance status. 

Symptoms 
and quality of life questionnaire. 

6.2 Histologic examination of prostate biopsies. 

6.3 PSA, PAP, CBC with diff, platelets, BUN, creatinine, glucose, alkaline 
phosphatase, total bilimbin, calcium, total protein, albumin, phosphorus, uric 
acid, SGPT, lactic dehydrogenase, sodium, potassium, chloride, bicarbonate, 
PT/PTT, TSH, T4, T3, urine analysis, urine creatinine, stool for occult blood, 
electrocardiogram, semm transferase level, bone marrow aspirate and 
biopsy, < 14 days before starting thalidomide treatment. 

6.4 HIV serology (HIV test results can be accepted if obtained within 6 months 

prior to study enrollment). 

6.5 Radiologic studies including CXR, bone scan and CT abdomen/pelvis < 4 

weeks before starting thalidomide. 

6.6 Step section TRUS with volume determination and 10 staging biopsies [2 
each from the apex, mid-section, base, seminal vesicles and extracapsular 

area of the prostate]. 
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6.7 Assignment of local extent of the disease using DRE / TRUS. Assignment of 

clinical 
stage will be done by the urologist after completion of the above tests. 

6.8 Assessment of intermediate endpoints (see section 1.3) 

7.0      EVALUATION DURING STUDY (see also Appendix A) 

7.1     On-Ireatment Evaluation (Pre-radical prostatectomy) 

7.1.1 Weekly during the 3-week dose escalation period: history, physical 
exam, assessment of toxicity, and performance status. Serum PSA, 
and soluble (serum and urine markers) will also be done. CBC, diff, 
platelets, BUN, creatinine, glucose, alkaline phosphatase, total 

bilirubin, calcium, albumin, total protein, SGPT, SCOT, lactic 
dehydrogenase, uric acid, phosphorus, sodium, potassium, chloride, 
bicarbonate, PT/PTT will be done only if clinically indicated. 

Patients who develop AEs/SAEs will be followed for a minimum of 30 
days post last day of Thalidomide intake or 30 days post surgery, 

whichever is longest. 

7.1.2 At 6 weeks and 12 weeks: history, physical exam, DRE, TRUS, 
optional prostate biopsy (only at 6 weeks), assessment of toxicity, 
and performance status. Serum PSA, and soluble (serum and urine) 
markers, CBC, diff, platelets, BUN, creatinine, glucose, alkaline 
phosphatase, total bilirubin, calcium, albumin, total protein, SGPT, 
SGOT, lactic dehydrogenase, uric acid, phosphorus, sodium, 
potassium, chloride, bicarbonate, PT/PTT, serum transferase level, 
TSH, T4, T3, urine analysis, urine creatinine. CT scan of abdomen 
and pelvis and optional bone marrow biopsy to be done only 

preoperatively (at the end of treatment). 

7.1.3 Immediately before surgery (within 24-48 hours. If surgery is not done 

within 2-3 days from completion of thalidomide treatment due to 

toxicity): CBC, diff., Platelets, BUN, creatinine, glucose, alkaline 
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lactic dehydrogenase, uric acid, phosphorus, sodium, potassium, 

chloride, bicarbonate, serum transferase level, PT/PTT, PSA, urine 

analysis, and urine creatinine. 

7.1.4 Assessment of intermediate endpoints (as per section 1.3) if an 

optional prostate biopsy is obtained. 

7.1.5 Approximately 46 teaspoons (230 cc) of blood will be collected during 

participation in the trial. 

7.2 Post-Radical Prostatectomy Evaluation: 

7.2.1 Assessment of intermediate endpoints (as per section 1.3). 

7.2.2 PSA, quality of life assessment at 1, 3, 6 mos and q 6 mos thereafter 

X 5 years. 

7.2.3 DRE of prostatic fossa at 3, 6 mos and q 6 mos thereafter x 5 years, 
(can be done by the patient's local urologist). 

7.2.4 Urine analysis at 3 mos postoperatively. 

7.2.5 Bone scan at yearly intervals beginning when an elevated (>0.3) PSA 
is detected, or earlier if clinically indicated. CT scan of 

abdomen/pelvis as clinically indicated. 

7.2.6 TRUS guided biopsy of vesico-urethral anastomosis if an elevated 

PSA (>0.3) is detected. 

7.3 Methodology for the assessment of the in vivo effect of therapy. 

TRUS prostate tumor measurement and prostate biopsies will be obtained 
pre- treatment, at 6 weeks (biopsy optional at that time) and before the 
surgery. 

Serum and urine samples will be obtained weekly x 3 weeks (during 
escalation phase of thalidomide), then at 6, 12 weeks, pre- and post- 
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Serum PSA will be measured pre-therapy, at 6 and 12 weeks on therapy, 3 
weeks post-RRP and every 3 months thereafter. 

Bone marrow (BM) aspirate and biopsy will be obtained pre-treatment and 
post-treatment (optional) with thalidomide and the effect of the therapy on 
bone marrow endothelial cells will also be assessed. 

We will look at the effects of therapy on: 

Endothelial compartment: 

Prostate  (cancer and   normal  gland)  MVD will   be  assessed 
immunohistochemicaly by staining with anti-CD31 antibody (Weidner, 
1995). Correlate with Gleason score and compare matched pre- and 
post-treatment samples. 
Endothelial cell (EC) apoptosis in normal prostate, prostate cancer, 
bone marrow biopsy (by Dual fluorescent labeling technique in CD-31 
positive cells [TUNEL]) 
Expression of bFGF, VEGF by PCa epithelium and prostatic stroma 
(by immunohistochemistry and / or in-situ hybridization (Greene 1997, 
Weidner 1995, Melnyk 1999). 
Modulation of circulating endothelial markers (18-21) (serum: E- 
selectin and Thrombomodulin) by ELISA. 
Modulation of serum: VEGF, TGFbl, IL-6 /11-8, urine: bFGF levels 
and BM supernatant: VEGF, IL-6/IL-8 levels will be measured by 
ELISA (Ferrer 1997, Melnyk 1999, Hoosein 1995, Adier 1999, 
Drachenberg 1999). 

Epithelial compartment: 

Tumor size (by TRUS) 
PSA   modulation   on   thalidomide   therapy   and   freedom   from 
biochemical relapse after surgery. 
Apoptosis in prostate cancer cells (by TUNEL) 
Proliferation index of PCa cells (by PCNA or Ki67) 

We will assess whether expression of tissue or circulating pro-angiogenic 
molecules and cytokines: a) correlates with pathological findings at surgery 
(Gleason score, MVD changes, pathologically organ confined prostate 
cancer, rate of positive surgical margins and / or lymph node metastases) b) 
could serve as surrogate markers for anti-angiogenic activity in prostate 
cancer. 
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8.0     STATISTICAL CONSIDERATIONS 

This is a phase II trial of neo-adjuvant thalidomide prior to radical retropubic 
prostatectomy (RRP) in patients with newly diagnosed locally advanced prostate 
cancer. The design of Thall, Simon and Estey (1995, Thall and Sung 1998) will be 
used. For the purpose of sample size determination and safety monitoring, patient 
success, S, is defined as stable disease (no increase in tumor mass) at 6 weeks, 
followed by > 25% tumor shrinkage, compared to baseline mass or > 50% decline in 
serum PSA (with no tumor progression) at 12 weeks. At 12 weeks, once S is 
evaluated, all patients will undergo RRP. The adverse event. A, pertains to surgery, 
and is defined as either excessive bleeding (> 5 units of blood required during the 
first 24 hours post surgery) or fascia dehiscence. A success probability of .20 or 
larger will be considered clinically promising, and a maximum adverse event rate of 
.10 is desired. Formally, denote the success probability by Ps, the adverse event 
rate by p^, and assume the historical probabilities of the four possible combinations 
(No S, No A), (No S, A), (S, No A), (S, A) follow a Dirichlet prior with parameters 
(720,80,180,20), which implies historical (H) mean rates for Ps(H) and PA(H) of 10% 
and 20% as noted above, with independence of the two events S and A. For the 
probabilities under the experimental regimen (E) studied in this trial, we assume a 
Dirichlet prior with the same mean but parameters that sum to 4. The two safety 
monitoring criterion will be to stop the trial if either Pr[ Ps (H)< Ps(E) | data] < .01 or 
Pr[ PA (H)< PA(E) I data] > .95. A maximum of n=40 patients will be treated which, if 
8/40 (20%) successes are observed, will yield a 90% posterior credibility interval 
mnning from .11 to .31. Applying these monitoring criteria after each cohort of 4 
patients has been treated and evaluated, the trial will be terminated if the observed 
[#successes]/[# patients evaluated] < 0/16, 0/20, 0/24,1/28,1/32, or 2/36, or if the 
observed [#adverse events]/[# patients evaluated] >3/4,4/8,4/12,5/16,5/20,6/24, 
7/28, 7/32, or 8/36. The operating characteristics of this design are as follows: 

True   Ps PA Early Stopping 
Probability 

Sample Size Quartiles 

.20 .10 .11 40 40    40 

.20 .20 .59 16 32     40 

.20 .30 .93 12 12     20 

.05 .10 .79 16 28     36 

References: 
Thall, PF, Simon, R and Estey, EH: Bayesian sequential monitoring designs for 
single-arm clinical trials with multiple outcomes. Statistics in Medicine 14, 357- 
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Thall, PF and Sung, HG: Some extensions and applications of a Bayesian 
strategy for monitoring multiple outcomes in clinical trials. Statistics in Medicine 
17.1563-1580,1998. 

8.1      Statistical analysis of Quality of Life 
The Quality of Life will be measured using the FACT-P questionnaires and 
will be analyzed as described previously (Esper 1997, Lee 1999). Descriptive 
statistics and composite scores are going to be calculated. Repeated 
measures analysis of variance (ANOVA) will be conducted. 

9.0     CRITERIA FOR DISCONTINUING DRUG THERAPY 

9.1 Progressive disease (> 25% increase of intraprostatic lesions by TRUS or > 
25% increase of semm PSA compared to baseline) at 6 weeks. 

9.2 Development of unacceptable toxicity defined as unpredictable, irreversible, 

or grade 4 non-hematologic toxicity. 

9.3 Non-compliance by patient with protocol requirements. 

9.4 Patient refusal. 

10.0    STUDY CONDUCT / DATA AND PROTOCOL MANAGEMENT 

10.1 Recruitment Process: Patients seen in the Genitourinary Medical Oncology 
clinic or the Urology clinic at MDACC with newly diagnosed prostate 
carcinoma who are candidates for this clinical trial will be identified by the 
respective attending physician who evaluates the patient and will be offered 
participation in this clinical trial. Other available treatment options (I.e.; 
surgery alone, radiation therapy alone or combination of radiation and 
hormonal therapy) are discussed with patient (as also stated in the consent 
form, page 4, section 6). 

Informed Consent will be obtained according to the established Surveillance 
Committee Policies (see Office of Protocol Research PR manual, section 
12.0 Informed Consents. The informed consent process will be performed 
according to the established Surveillance Committee policies (see Section 
12.040 Research Informed Consent Process, OPR Manual) that emphasize 
the dialogue and face-to face interactions of the physician investigator and 
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 the-patient-and-researeh-nurse-ppior-tQ-signing-the^nfopmed-Gonsent- 
document. It is specified tfiat, as required also by our IRB, the consent form 
has to be signed in the presence of a witness for all patients in the trial. The 
witness may be a member of the research team, a family member or an 
independent party. The role of the witness is to ensure that the participant 
has been informed of all aspects of the trial and had an opportunity to have 
all questions answered prior to agreeing to participate in the trial. 

10.2 Protocol compliance: 

The trial will be conducted in compliance with the protocol, GCP and the 
applicable regulatory requirements. 

The attending physician and / or oncology research nurse must see each 
patient each week prior to each drug administration. All required interim and 
pretreatment data should be available and the physician must have made a 
designation as to toxicity grade and tumor response as required. 

The storage and disposition of clinical data is to be perfomied according to 
the U.T.-M.D. Anderson Cancer Center's policies in compliance with Federal 
Guidelines and in accordance with the Federal-Wide Assurance (FWA 
00000363) as provided to U.T.-M.D. Anderson Cancer Center IRB (IRB 
Identifier IRB00000121). 

10.3 Adverse Event / Experience Reporting: In addition to the procedures required 
to report Adverse Experiences to the MDACC IRB as described in Appendix 
F of the protocol, "Adverse Events that are both serious and unexpected will 
be immediately reported by telephone to the USAMRMC Deputy Chief or 
Staff for Regulatory Compliance and Quality (301-619-2165) (non-duty hours 
call 301-619-2165 and send information by facsimile to 301-619-7803). A 
written report will follow the initial telephone call within 3 working days. 
Address the written report to U. S. Army Medical Research and Materiel 
Command, ATTN: MCMR-RCQ, 504 Scott Street, Fort Detrick, Maryland 

21702-5012. 

Definition: Adverse Event 
An adverse event temporally related to participation in the study should be 
documented whether or not considered to be related to the test article. This 
definition includes intercurrent illnesses and injuries, and exacerbations of 
preexisting conditions.   Include the following in all IND safety reports: 
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 Subject identifiGationTiuniberand^nitials-associate^investigator'snameand- 

name of MTF; subject's dated of birth, gender, and ethnicity; test article and 
dates of administration; signs/symptoms and severity; date of onset; date of 
resolution or death; relationship to the study drug; action taken; concomitant 
medication(s) including dose, route and duration of treatment, and date of 

last dose. 

Follow-up of Adverse Events / Serious Adverse Events: Patients who 
experience Adverse Events / Serious Adverse Events during the trial will be 
followed until resolution of the adverse event (if possible) or for a minimum of 
30 days post last administration of study drug or 30 days postoperatively, 

whatever is longest. 

Medical Monitor: Dr. Paul Mathew, M.D. will serve as Medical Monitor for this 
clinical trial. Dr. Mathew is a qualified physician that is not associated with 
this protocol. His background in genitourinary medical oncology allows him 
to provide medical care to subjects for conditions that may arise during the 
conduct of this study. Dr. Mathew will review all serious and unexpected 
adverse events (per ICH definitions) associated with the protocol and provide 
an unbiased written report of the event to USAMRMC (see address above) 
within 10 calendar days of the initial report, commenting on the outcome of 
the adverse event, relationship of the adverse event to the test article, and 
whether he concurs with the details of the report provided by the study 

investigator. 

10.4 Data entry: Data must be entered into the Protocol Data Management 
System (PDMS). A brief explanation for required but missing data should be 

recorded as a comment. 

10.5 Accuracy of data collection: The Study Chairman will be the final arbitrator of 
response or toxicity should a difference of opinion exist. 

10.6 Reporting of non-compliance: The principal investigator's, department 
chairperson's, and division head's are responsible for reporting promptly to 
the Surveillance Committee via the Office of Protocol Research any serious 
or continuing non-compliance with the requirements of this Assurance orthe 

determinations of the Surveillance Committee. 
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Reporting of non-compliance is performed according to institutional 
guidelines under the Federal-Wide Assurance (Identifier: FWA00000363)for 

HHS IRB Registration Identifier IRB00000121. 

Protocol deviations will be reported to the HSRRB as well as the U.T.-M.D. 
Anderson Cancer Center IRB. 

10.7 All amendments (that are not required for immediate patient safety) must 
be approved by the local IRB and the Human Subjects Research Review 
Board (HSRRB) prior to implementation. 

10.8 The IND for this drug application is 56,533. This IND is held by UT MDACC. 

10.9 Use of Samples 

Samples will be used for evaluations related to this protocol alone. 

Samples will be analyzed in the following laboratories: 
a) Histology and Frozen Section Laboratories, Department of Pathology, 

Division of Pathology and Laboratory Medicine, University of Texas M 
D Anderson Cancer Center 

b) Laboratory of Dr. David McConkey, Department of Cancer Biology, 
University of Texas M D Anderson Cancer Center 

c) Research laboratory of Genitourinary Medical Oncology, Department 
of Genitourinary Medical Oncology, Division of Cancer Medicine, 
University of Texas M D Anderson Cancer Center. 

Storage: 
Specimens in their entirety will be processed and embedded in paraffin 
blocks. Blocks will be stored in a separate file designated for this protocol 
and accessible to appropriate personnel only. If there is occasion to freeze 
samples they will be snap frozen in OCT with liquid nitrogen and stored in a 
-80°C freezer until completion of the study. 

Patient Confidentiality/Labeling: 
All patient information will remain confidential. All data and records for this 
study will be kept according to the FDA regulations, (21 CFR SS 312.62(c), 
and according to GCP and HIPPA guidelines and the UT M. D. Anderson 
Cancer Center's policies. All samples will be labeled with a unique 
identifying code and will be entered in a database. A password-protected 
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database has already-been developed^orJhese^amples.J'Jiis database Js_ 
the only place where there exists a cross-reference between this code and 
the MDACC medical record number. Any decoding of patient data will be 
performed solely for computer based analysis to correlate the relationship of 
investigational results with biological activity and/or clinical outcome. 
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APPENDIX A 
EvaluatiorTBefore and Duflng^Treatment 

Pre-Study 

Q 1 Week 
On 

Escalation At 6 Weeks 
Pre- 

Prostatectomy 
Post 

Prostatectomey 
History, Physical, PS X X X X as indicated 

Quality of Life X X X 
1,3,6 mos and 
q 6 mos x 5 yrs 

Toxicity X X X X 3 mos 

DRE X X X 
3,6 mos and 

q 6 mos x 5 yrs 
Step sect TRUS/Doppler    j X X X as indicated 
Staging biopsies X x+ * 

PSA X X X 
1,3, 6 mos and 
q 6 mos x 5 yrs 

PAP X as indicated 
CBC, diff. Plat X i X X as mdicated 
Chemical Survey'' X i X X as indicated 
TSH,T4,T3 X X 
Serum transferase level X X X 
PT/PTT X X X as indicated 
HIV tesf^ X 
Urine analysis/creatinine X X X 3 mos 
Electrocardiogram X 
Bone Marrow Asp/Bx X x+ 
Chest X-ray X 
Bone Scan X x" 
CT abdomen/pelvis X X as indicated 
Txmior neovascularity X X X X (at surgery) 
Tissue Angiogenic Factors X X X X (at surgery) 
Tissue Apoptosis Markers X X X X (at surgery) 
Serum E-Selectin X X X X X** 
Serum Thrombomodulin X X X X X** 
Serum JL-6 X X X X X** 
Serum VEGf X X X X X** 
Urine (bFGF/Creatinine) X X X X X** 
Entry info into PDMS X X X X 

a 
b 

c 
d 

+ 

If indicated 
BUN, creatinine, glucose, alk. phosphatase, total bilirubin, calcium, total protein, albumin, phosphorus, uric 
acid, SGPT, SCOT, Na, K, lactic dehydrogenase, chloride, bicarbonate, Mg 
HIV test results are acceptable if obtained within 6 months prior to study enrolhnent 
Yearly starting when elevated PSA is detected, or earlier if clinically indicated. 
TRUS guided biopsy of vesico-urethral anastomosis if PSA > 0.3 
On the fourth post-operative day (+/- 2 days) 
Optional 
Can be performed by the patient's treating urologist at home 

Any studies necessary to completely evaluate malignant and concurrent non-malignant diseases and drug toxicity 
must be obtained and recorded at baseline and before each course as appropriate. 
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APPENDIX B 
Performance Status Scales 

Kamofsky Performance Scale (1) 

Point Description  

100 

90 

80 

70 

60 

50 

40 

30 

20 

10 

0 

Normal, no complaints, no 
evidence of disease 

Able to carry on normal activity; 
minor signs or symptoms of disease 

Normal activity with effort; some 
signs or symptoms of disease 

Cares for self, imable to carry on 
normal activity or to do active work 

Requires occasional assistance but 
is able to care for most of his/her needs 

Requires considerable assistance 
and frequent medical care 

Disabled, requires special care 
and assistance 

Severely disabled, hospitalization 
indication. Death not imminent 

Very sick, hospitaUzation 
indicated. Death not imminent 

Moribund, fatal processes 
progressing rapidly 

Dead 

Zubrod Performance Scale (2) 

Point  Description 

0 Normal activity; 
asymptomatic 

Symptomatic; fully 
ambulatory 

Symptomatic; in bed 
<50% of time 

Symptomatic; in bed 
50% of time; not 
bedridden 

100% Bedridden 

Dead 

References 
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APPENDIX C 

Symptom Improvement Questionnaire (Quality of Life) 

Quality of Life Questionnaire (FACT-P) 

FACT-P (Version 4) 
Below is a list of statements that other people with your illness have said are important. By 
circling one (1) number per line, please indicate how true each statement has been for you during 
the past 7 days. 

PHYSICAL WELL-BEING 

GP1    I have a lack of energy 

GP2   I have nausea 

GP3   Because of my physical condition, I have 
trouble meeting the needs of my family 

GP4 I have pain. 

GP5 I am bothered by side effects of treatment. 

GP6 I feel ill. 

GP7 I am forced to spend time in bed. 

SOCIAUFAMILY WELL-BEING 

GS1    I feel close to my friends. 

GS2   I get emotional support from my family. 

GS3   I get support from my friends. 

GS4   My family has accepted my illness. 

GS5   I am satisfied with family communication 
about my illness. 

GS6   I feel close to my partner (or the person 
who is my main support). 

Regardless of your current level of sexual activity, 
please answer the following question. If you prefer 
not to answer it, please check this box      and go 
to the next section. 

°s^   I am satisfied with my sex life. 

Not A little Some- Quite Very 
at all bit what a bit much 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

Not A little Some- Quite Very 
at all bit what a bit much 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

0 1 2 3 4 

feraon*. 9/4/98 
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FACT-P (Version 4) (Appendix C, continued) 
By circling one (1) number per line, please indicate how true each statement has been 
for you during the past 7 days. 

EMOTIONAL WELL-BEING 

GE1 I feel sad. 

GE2 I am satisfied with how I am coping with my illness. 

GE3 I am losing hope in the fight against my illness. 

GE4 I feel nervous. 

GE5 I worry about dying. 

GE6 I worry that my condition will get worse. 

FUNCTIONAL WELL-BEING 

GF1 I am able to work (include work at home). 

GF2 My work (include work at home) is fulfilling. 

GF3 I am able to enjoy life. 

GF4 I have accepted my illness. 

GF5 I am sleeping well. 

GF6 I am enjoying the things I usually do for fun. 

GF7 I am content with the quality of my life right now. 

By circling one (1) number per line, please indicate how true each statement has been 
for you during the past 7 days. 

ADDITIONAL CONCERNS 

C2     I am losing weight. 

C6     I have a good appetite. 

P1      I have aches and pains that bother me. 

P2     I have certain areas of my body where I 
experience significant pain. 

P3 My pain keeps me from doing things I want to do.. 

P4 I am satisfied with my present comfort level. 

P5 I am able to feel like a man. 

P6 I have trouble moving my bowels. 

F7 I have difficulty urinating. 

BL2 I urinate more frequently than usual. 

P8 My problems with urinating limit my activities. 

BL5 I am able to have and maintain an erection. 

Not A little Some- Quite Very 
at all bit what a bit much 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

Not A little Some- Quite Very 
at all bit what a bit much 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

0 2 3 4 

Not A little Some- Quite Very 
at all bit      what a bit much 

0 1           2 3 4 

0 1           2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1            2 3 4 

0 1           2 3 4 
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APEENDIXa 
Staging Nomenclature 

Primary Tumor, Clinical (T) 
TX      Primary tumor cannot be assessed 
TO       No evidence of primary tumor 
T1       Clinically inapparent tumor not palpable nor visible by imaging 

T1 a     Tumor incidental histologic finding in 5% or less of tissue resected 
T1 b     Tumor incidental histologic finding in more than 5% of tissue resected 
T1c     Tumor identified by needle biopsy (e.g., because of elevated PSA) 

T2       Tumor confined within prostate* 
T2a     Tumor involves one lobe 
T2b     Tumor involves both lobes 

T3      Tumor extends through the prostate capsule** 
T3a     Extracapsular extension (unilateral or bilateral) 
T3b     Tumor invades the seminal vesicles 

T4       Tumor is fixed or invades adjacent structures other than seminal vesicles: bladder neck, 
external sphincter, rectum, levator muscles, and/or pelvic wall 

*Note: Tumor found in one or both lobes by needle biopsy, but not palpable or reliably visible by 
imaging, is classified as T1c. 

**Note: Invasion into the prostatic apex or into (but not beyond) the prostatic capsule is not 
classified as T3, but as T2. 

Regional Lymph Nodes (N) (include: Pelvic NOS, Hypogastric, Obturator, iliac. Sacral) 

NX      Regional lymph nodes cannot be assessed 
NO      No regional lymph node metastasis 
N1       Metsastasis in regional lymph node(s) 

Distant Metastasis (M) 

MX      Distant metastasis cannot be assessed 
MO      No distant metastasis 
M1       Distant metastasis 

M1a nonregional lymph node(s) 
M1b Bone(s) 
MIc Other site(s) 

STAGE GROUPING 
Stage I T1a NO MO G1 
Stage II T1a NO MO G2-4 

T1b-T2 NO MO anyG 
Stage III T3 NO MO anyG 
Stage IV T4 NO MO anyG 

AnyT N1 M0/M1 anyG 
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APPENDIX E 

CTC Version 2.0 
PnbKsh Date: April 30,1999 

COMMON TOXICITY CRITERIA (CTQ 

Adverse%yat                       0 

Grade 

 1 .2  3 4 

ALLERGY/IMMUNOLOGY 
Allergic reaction'                   non«                       transient rash, drug           urtlraila, ehag few          sjmptomaMc                   an^hylaxis 
hypersffisUvtty                                                   feV<r<3S°C(<100,4°F)    .a38°C^ld0.4°I^,           bronohospasm, 
(Including drag fever)                                                                                anJ/or asymptomatic        rnqjlrlngparerteral 

troncho^asm                 iii^cation(s), wttli or 
Tjlfcout urticaria; 
dllergy-related 
edema/an^oedema 

Note:lsolatedurflbaria, In the absence of bthermahifestations of an aUerglcorhyperseiiatiT^ty reaction, is graded in t^^^ 

Allergic rhinitis                     nsne 
(including sneezing nasal 
stutnnes^ postnasal dr^) 

iiilH not re<3Ulrlng 
treatment 

moderate, requirfag 
treatmert 

" 
■ 

Autoimmune reaction             tcne                       s«rologic or other 
evidence of 
autoimmune reaction 
but patient is 
a^^ptomatic(e.g, 
Vltiligo), all (Tgan 
flxictlon is normal and 
no treatment is re(]iared 

Also conslda- Hypolhyroidism, Colitis^ Hemogl6bi4 HemolysU. 

evidence of 
autolmiaune reaction 
involving a non- 
essential organ or 
fimdion(e.g.. 
liypoth}Toidian), 
requiring treatment 
dthffthan 
Inimuhosuppreaslve 
dugs 

reversible autoimmune 
reaction invoMng 
ftmctionofam^cr 
organ or other advsrae 
event («.£.> transient 
colitis oi: anemia), 
Kcjiirirgshoit4erm 
immunosi^pressive 
treatment 

autoimmune reacti en 
caiislhgm?!orBiade4 
organ dysllanction; 
progressive and 
Irreversible reaction; 
long-term 
administration ofhlgh- 
dose Immutio- 
si^ipresslvether^y 
required 

Serum sickness                     none - pfesert - 
Urticaria is graded fa the DERMATOLOCT/SKIN category if it occurs as an isolated symptoiii. If it occurs 
hypersensitlvlty reaction, grade as Allergicreactiai/hypersensttivlty above. 

with other msmlfestations of alla-gic cr 

Vasculltls                             none mU(l not requiring 
treatinent 

symptomatic, requiring 
ttiedlcation 

re qairlng steroids Ischemic changes or 
re (lairing amputati on 

Allergj^Immunology - Other    none 
YSpecifV.                  1 

mild mcJderale aevare life-threatening or 
disabling 

AUDITORY/HEARING 
Corxiuctive hearing loss Is graded as Middle ear/hearlng inthe AUDITORY/HEARING category. 

Earache Is graded In the PAM categay. 

Bttemal auditory rarat            tcrmal                     external otitia wife           Bdemal otltls witti            external otitis with           necrosis of the canal 
erjttieniaordry               mblS desquamatlon          dlsiiiarge, maitoiditU       soft tissue or bone 
desquanatlon 

Note: Owiges associaed withradlatlonto: external ear (pinnae) are gradedunderKafflWondemiatitlslnm^^ 

CaiKa- Therapy Evaluation Program 
Oonunon Toxldty Criteria, Version 2.0 
DCTD,Na,>nH,DHHS Martii IMS 

Revised March23,1998 
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etc Version 2.0 
Publish Date: April 30,1999 

Adverse Evai O 

Grade 

1                                   2 3 4 

IimsresrAieartng normal hearing joss on 
audionietty only: 

tinnitus or hearing los^ 
rptrequlrtog hearing 
aidorfreatment 

tinnitus or hearing loss, 
con-ett^le with iiBarlng 
aid oi-treatment 

severe unilateral or 
bilateral hearing loss 
(deafhessX nd 
correctable 

MiekBe ear/hearing normal serous otltls without 
subjective decrease In 
hearing 

serous otlHs or infection 
requiring medic^ 
toterverCloii; subjective 
decrease inhearltiK 
rupture of tympanic 
membrane witti 
discharge 

otitis with discharge, 
mastoldttis or 
OohAictive hearing loss 

necrosis of the canal 
soft tissue or bone 

Anditoiy/Hsaring-Other 
(Specify,                 ) 

normal inlld moderate severe llfe-tlireatening or 
disabling 

BLOOD/BOIVE MAMRdW 
Bone marrow cellularity 

Normal ranges: 

young* adults (lS-59) 

older aililts (^60 year^ 

Mote: Grade Bone man-ow eel 

ncrmal for age mildly hypocellular or 
S25%re(tictlon(lroin 
norma cellolartty for 
age 

moderately HjpoeelMlar 
a>25-S50% 
redncti<)n from noimal 
cellularlty for age or >2 
but «l weeks to 
recovery of r»rmal 
bone maiTOw cellulartty 

sease. 

severely hspocelhdar or 
>50-S7J% reduction 
in celiilarity Jbr age or 
4-6 weeks to recovery 
of nonnai bone manow 
cellularlty ^ 

aplasia cr > 6 weeks to 
recovwy ofnonnal 
bone marrow cellularlty 

mtcemiaritf 
averaef 

«0 -70% 
fellularlty ava-age 

5p%Mllularlty 
average 

ularlty only f<r diangaa related to treatment rx)t di 

CD4 count WNL <LLN-500/mm» 200 -<500tam» 50 -<200/mm' ,<50ftnm' 

Bapto^obln npnnal decreased - -  
BemoeJobln(EeJb) WNL 

WNL 

<LLN-10.0e?dL 
<LLN-100grt, 
<LLN-«5mmol/L 

10 -<25% decrease 
from jTstreatment 

8.0-<10.0g;dL 
80-<100g^L 
4.9-<6.2mmol/L 

25-<50%(lecrea3e 
from prelreatment 

«.5-<B:0g/dL 
«5-<80g/L 
4.0 - <'t.9 mmol/L 

30-c7S%de«eass 
from pretreatment 

<6.5 ilHL 
<«5grt, 
<4.0 mmoI/L 

S75% decrease from, 
pretrealment 

;F<r ljcdt«ni)aatadies m bone 
■.mairo«lnflllratlve^ 
vmyeiop'ha)Mc]»rocss«4 It 
ijiedfied faSM protocol 

Hemolysis (e. %, Immune         none 
hemoI>tic anemia, (Kig- 
relatedhemolysls, ottir) 

AUo consider Haptoglotin, Hemoglobin 

only laboratory 
evidence of hemolysls 
[e.g, direct antlglobulin 
test (DAT, Coombs') 
sdilstooytes] 

evidence of red cell 
destractionand£2gm 
dscrease In hemoglobin 
njttahsftislon 

reiiilring tramlbslon 
and/or medical 

steroids) 

catastrophic 
consetpetKes of 
hemolysls (e.g., renal 
ftllurfv hypotension, 
bronclBspasm, 
emergency 
^lenectomj^ 

Cane V Thertpy Evaluation Program 
Common foxtelty Criteria, Version 2.0 
DCrD,Na,MH,DHHS Mar* 1998 

Revised March23,1998 
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CTC Version 2.0 
Publish Date: April 3«, 1999 

Adra-K Evat « 
ffi-ade 

1                                  2 3 * 
LmikocjtesCotalWBC) WNL <U,N-3;0xlO'/L 

<LL>l-3000tom' 
a.O-«.0xlO'/L 
S2000 -OOOOAmn' 

■a.0-'<2.0xl(?/t 
B100D-<200Wmm' 

21.0-<2.0xlO'/L 
21000-<2000/min' 

2O.S-<t.OXl0'/L 
S500 -<1000aiiiii' 

<l,0x 10"/L 
<100Cl/mm' 

<l,5xlO'/L 
<S00tam' 

,Fa-BMTSOiffle^lf . 
gseclfled ta SM frotoool 

Borfedlatlic SMTMuiiei 
fialifgagt, ractandsa 
nomalyalmsX if'^ecglei 
irt thepKtoeDi 

wtc. S2.tS'<ZMZttfft 
■ a2000-<30oete)(' 

Ljmphopenla WNL <aN-1.0xlO'/L 
^LLN-lOOO/mm' 

aO.S-^I.OxlC/L 
?5nn-<iooo/mm'' 

i50-<7SmL>f 

<0.5xlO'/L 
<500/imn' 

■QSMOf 
i^alngagt,naeamlsa 

\itormd v&btesX ^^eclfied 

kTi-<ioa!*a.v'    ■, 

Meutrophlls/granuloc^es 
(ANaAGQ 

VaBMTaudie^ir 

For Mianilstadksor boM 
man-i!wlnlUTaav«/-, 
myeiophBilBicproMs!, if 

WNL 

WNL 

WNL 

SI.5-<2.0xlO°/L 
£l500-<2000Anm' 

'al.O-^l.SxlO'/L 
aiBOO.^ISOOAmn' 

iO-<!5%deiireaM 
torn haselin* 

£1.0-<I.5xlO'/L 
SIOOO -<1500/mm' 

. a),5'-<1.0xlQ'/L 
M>00-<iOO«tom' 

25-<SO%deorea3e 
torn baseline 

20.5-<1.0xlO'/L 
2500-<1000/nfflj' 

2O.'l-<O.5xl0»£, 
kl00-<5OWmi)i? 

50-<75%<lecMiise 
Stom baseline 

<0.5xlO*/L 
<500tom' 

<o.ixio'/L        ' 
<100/mm' 

275%4Qcrease from 
baseline 

Platehte 

:,spedfte<lin.aj«poto(»l • 

! For leukemia ^adlts w bont 
" maii«w,inUltratlV8/ 
.myslophaislcproMS^ If 

WNL <LLN-75.0xl0°/L 
<LLN -75,000Jtam' 

£50.0-<75.0xlO'/L 
250,000 -<75,00OAnm' 

220.0-<50.0x 10'/L 
i2O,00O-<5O.000toiii' 

• 25-<50% decrease 
iom ba^ine 

210.0-<50.ox 10" ;L 

210,000-<50,000tain' 

610,0-<2«.<)xtD'/I,' 
2i«,floo-'ao,oootaBB'' 

50-<75% decrease 
ii-bin'baselire 

<10.0xl0'/L 
<!0,000/mm' 

<10.0xlO"/L- 
<10,600l'lnm' 

275%deet«asafl-om 
baMltoe 

WNL 

WNL 

250.0-<75.©K 10'/L 
'SS0.O0O-<75,0OOtoJl' 

IO-<a5%aecreaie 
• ftoffl-baselln* 

Transfti5ion; Platelets 

Fa-BMraome^lt 
.^cffledlnSiejratoool 

Also conslddT Platslets. 

i»ne 

none 1 platsJettramBisionin 
241»tta 

2 platelet trans^iom in 
24i»cirs 

yes 

23 platelet ttansftislons ' 
in24 horas , 

platelet transfusions and 
other m easaras required 
to improve platelet 
in o-emert; platelet 
transfttsion 
refractorine^ associated 
wiftlife*reateninB 
bleedinB. (e.g., HLA. or 
cross matched platelet 
transfusions) 

platelet tranafiislons and 
other-measBr<s-r«9»tred 
to improve platelet 
tacr«!nett;j)lataet' 
transfusion 
tefraftotiness assoctsed - 
T?ia,te4ir«attijihg:. 
bleeding. !;«,g, HIA w 
croasmatchedplatdet 
iransiUsiott^ 

CaiKff Ther^y Evaluation Program 
OommonToxicity Criteria, Version 2.0 
DCtt>.Na,NJH,DHHS March 1»8 

Revised March23,1998 
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AdTo-ce Event 0 

C^ade 

1                                   2 3 4 

Transflaslon; pRBCs 

^sdfled ia li» notocol 

Fcrpedtaktcsm'itudia, If 
'^ec^editOiepntocel 

Alio consider Hemoglobin. 

none 

.none 

IWIU 

S2opRBCto24hoWS 
«i8c8v« or planned 

ekctmofplamti. 

'3apRBC!n24houis 
e)««ave or planned 

>JS-:SS0timgin24 
howv eketttt ot 
pbMei 

yes 

WopRBCto24 hours 

■ >3mJkgin24 hours 

Iwmorrhageor 
hemolyslis associated 

, wJSillfe-teeatenJng 
anemia; medical 
tat«v<wionM¥iiredto 
Improve hemoglobin 

hemorrhage or 
hemoij^sis associated - 
vm\fe-4>^eata^ 
oHenia; medleal ■ 
irtterventionregtilred-tc ■ 
impreveheomslobiit 

Blood/Bone Man-ow - Other 
fSpeclN,                ^ 

none mild moderate severe Hfe-lhreatenlhg or 
disabling 

CARDIOVASCULAR (ARRHYtHMIA) 
Corvluction abnormality 
AWovaitricalar heart block 

none a4imptoihatlc,h6t 
reqairinglreatment 
(e.g,MobitztypeI 
seoond-deEree AV 
blodi.WenckebSolil 

symptomatic, butnot 
requiring treatment 

symptomatic and 
re(^ihg treatmeit 
(e.B.,MobitzQrpen 
second^e^e AV 
block, third-degree AV 
block) 

life-threaenlng{e.gu 
arrhyttimia associated 
wiai CHF, liypotensloiv 
syncope, shock) 

Nodal/junctionai 
aiTliySiiiia/dji3-hji1hmla 

none asymptomatic, not 
requiring treatment 

symptomatic, but not 
requiring treatment 

symptomatic and 
reqiirinetreatmert 

life-threatening (e.g., 
arrhythmia associated 
with CHF, liypotensiorv 
syncope, shod:) 

Pa^ltations                           none 

Note; Grade pa^ittatlons ajji In the absence of 

ireseht 

a documented arrhythmia 

- ■ 

Prolonged QTc interval 
(QToO.48 seconds) 

none a^ymptomaac, not 
requiring treatmerit 

symptomatic, but not 
reqiiring treatment 

symptomatic and 
requiring treatmert 

life-threatening (e.g., 
arrtiylhmla associated 
wi* CHF, hypotenslor; 
syncope, shodt) 

Sinus bradycaidia Jione a^rmptoinatiCy not 
requiring treatmerit 

syinptomatic, but not 
reqUlrtng treatment 

symptomatic and 
retiring treatment 

llfe-aireatenlng(e.g, 
arrhythmk associated 
wlttl CHF, hypotension 
s^Ticope, shodc) 

Sims tachycardia none asymptomatic, not 
requiring treatment 

symptomatic, butnot 
reqliring Ireatmerrt 

symptomatic and 
requiring trealmert of 
underlying cause " 

S^ravenlrlcular arrhythmias 
<SVT/ainal Bbrillatlon/ 
flutter) 

none asymptomatic, not 
requiring treatment 

symptomatic, but not 
requiring treatment 

symptomatic and 
reipiringtreatmeit 

Ufe-ftreatenlng (e.g, 
arrhythmia associated 
with CHF, Ispptenslot; 
syncope, shodc) 

Syncope(felntlne IsgradedlntheNEUROLOGY category.                                                                

Vasovagal episode none - presetitwithtutlossor 
consciousness 

preseit withloss of 
conscloustiess 

Canes' Therspy Evaluation jrogram 
Common Toxiclty Criteria, Version2:0 
DCfD,Na,NIH,DHHS March 1»8 

Revised March23,1WS 
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Advffse Event 0 

Qrade 

1                                   2 3 4. 

Vertricalar arrhythmia 
(PVCs/blganlny/trigemlny/ 
vislrlcular tachycardia 

none asymptomatic, not 
requiring treatment 

symptomatic, but-not 
reqiiring treatment 

symptom^ic and 
requiring treatmett 

lire-threatening (e.g.; 
arjiiyflimla associated 
wltti CHF, hiypctensloiv 
syncope, shoci) 

Cardlovaaalar/ 
Airhytlinli-Otha- 
(SpscIfSr,                   ) 

i»ne asymptomatic, not 
requiring treatment 

symptomatic but not 
requirine treatment 

symptomatic, and 
requiring treatmeit of 
underlying cause 

llfe-9ireatening:(e,g, 
arrhythmia associated 
wi* CHF, hypotension 
syncope, shodc) 

GARDIOVASGULAR (GENERAL) 
Acute vascular leak 
syndrome 

abseii Sympfeiiatic but not 
requiring fluid st^port 

req>lratory compromise 
orrequirliig fluids 

Ufe-toeatenlng; 
requiring presscr 
sapTpon and/ca- 
vehtilalo^y support 

CarcUac-isdiemia/ln&rctlon none rems^jecincT-wave 
flattening cr changes 

asymptomatic, ST - and 
T - -wave changes 
suggesting Ischemia 

angina Without evidence 
of Infarction 

acute mybcar dial 
In&rctlon 

Cardiac left ventricular 
(bnctlon 

normal a^miptomatlc decline 
ofre^g ejection 
fraction ors 10% but 
<20% of baseline value; 
shortening ftactlsn 
£24»/6bUt <30% 

asymptbmatlcbut 
resting ejedlon fraction 
below LLN for 
liborato-yordeaineof 
resting ejection ftaction 
S20% of baseline value; 
■<2'l% shortening 
faction 

CHFregjonslveto 
treatment 

severe or refractory 
CHF or requiring 
Intubation 

CMS c«r*rovascular Ischemia Is graded Inthe NEUROLOGY category. 

Cardlactroporilnl (iTnl) normal levels ccxislstelt wfth 
unstable.ahglnaas 
defined by ttie 
manu&cturer 

levels ccnslstert with 
mybcardlal irtfarction as 
defined bylhe 
manu&cturer 

CardlacffoponinT (cTnfT) normal aD.03-<0.05ng/mL 20.05-<D.i:B/mL S0.1-<0.2n^mL &0.2 ngtet 

Edema none asymptomatic^ not 
requiring iher{q)y 

symptomatic, requiring 
Sierapy 

symptomatic edema 
limiting ftmctlon and 
unresponsive to ttierapy 
or requiring (iTag 
cliscpntinuatlon 

anasarca (severe 
generalized edema) 

Hypertension 

'NoU: For pediatric patient!. 

none                        agmptomatlc, transler*     recunert or persistent 
Increase by>20mmHg      or symptomatic Inaease 
(diastollc)orto                by>20mmHg 
>^:t5q/100» Ifprevlously     (diastolic; orto 
■WNL; not requiring          > 150/100* ifprevlously 
treatment                        WNL;notfeqalrlng 

treaimeil 

useagetvidsaappropriaienormdlvaiues >P5thpercentile ULN. 

re pairing therapy or 
mere intensive therapy 
than previously 

hypertensive crisis 

GarKcr Ther^y Evaluation Program 
Commonfoxlolty Criteria, Version 2.0 
DCTD,Na,MH,DHeS  March 1W8 

Revised March23,1998 
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Adro-M Event                        0 

Grade 

1                                   ? 3 4 

Hypotanslcn                          r»rw                        changs^ but not               wquHng brief fluid          reipirlne thsr^y and        diock(issoclal?dwfth 
requiring IBerapy             replaisemert cr iotha-         aufflainedmedlcal             icidemlaandlmiairlne^ 
(including transient           ttMr^ybuf not                 attention, but resolves       vital organ function due 
orthostatlc hypotension)    tospltalizaMon; no            wlttiout persisting            to tissue hypoperftision) 

physiologic                   physiologic 
.consequences                  oonsequerces 

Also conslde Syncope (felillne). 

Notes: AI«ina or MI is graded as Cardiac-lschemiaAifarction in the CARDIOVASCULAR^ (GENERAL) category. 

Fi>rjieaairicpatlatts,iysioUcBP65mmHgorlesslnlnMtswi(>lyearcttaiui70mi^^ 
orihreeaeasurentmtsiH24hours. 

Myocarditis                           i»ne - CHFre^nslveto 
tteatmeia 

severe cr refractcry 

Opeailvelri^iryor                none 
vein/arteiy 

primary sutujeripalr 
fcr Injury, but riot 
requiring transfusion 

primary suture;repalr 
Cx irilury, requiring 
trans&slon 

vasctilar pcdusion 
re^jlrlngsiirgeiyor 
bypass fofltjuiy: 

myocardiai Infarction; 
resection ofbrgan(e'6, 
bowel, limb) 

Perlcardial effiuion'                tune 
pericarditis 

a^mptomaflc etlbsiotv 
not requiring treatment 

pericarditis (njb,ECG 
Aaiiges, aiid/dr chest 
ipairi 

wilhphysioiogio 
conseqiierices 

tamponade (drainage or 
perlcardial window 
required) 

Pffipha-al arterial Ischemia      none trief episode of 
ischem la managed non- 
aurgicaUy and without 
pennanent deficit 

requiring isurgical 
intervention 

life-threatening or with 
periQaneht fEmctlonal 
aeflclt(e.g, 
aniputatlon) 

Phlebitis (stperHcial)              none                        -                                   present 

Notes: Ir\|ectiai site reaction Is graded In the DERMATOLOGY/SKIN category. 

Thrombosis/embolism is graded In the CARDIOVASCULAR (GENERAL) category. 

Syncope (fainting) is graded in the NEUROLOGY category 

ThrcMnbosia/embolism             none ■ 
dsep vein tirombosls, 
not requiring 
articbagulant 

deep vein thrombosis 
requiring artlcoaguiant 
Sierapy 

embotlc event including 
pdmonaty embolism 

Vein/artery operative itUuty is gradedas Operative li\|urypfvein'artery in the CARDIOVASCUIJUI (GENERAL) category.                                                     | 

Visceral arterial iichemli         none 
(non-myocardlal) 

brief eplsodeof 
isch^ia managed non- 
aurgicaliy and wlthoiiit 
perman:ent deficit' 

nqiiirlng surgical 
iiitei^ention 

llfe-ttireatenlng or with 
penflahent lEuictlonal 
deficit (e.g., resection of 
il.eum) 

Cardiovascular/                      none 
General - Olha- 
(Speclfv,                         1 

mild moderate severe life-threatening or 
disabling 

Canca-Thenpy Evaluation Program 
Common toxiclty Criteria, Version 2.0 
DCTD,Na,MH,DHHS Marcii 1M8 

Revised Mafch23,1998 
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AAfateEvat i 

COAGULATION 
Note: See the HEMORRHAGE category for eradhe the severity ofbleedtag eceifti 

Die absent 
(disseminated Intravascular 
coagulation) 

Also corisider Platelets. 

Note: Must have Inaeased fibrin spilt products or l5-dimer in o-derlo grade as DIG. 

laboratory findings 
present wlthQ^ 
bleeding 

laboratory findings and 
bleeding; 

Fibrinogen WNL 

'F<rleii«mia studies or bone    WNL 
•jnattowinfUlraave' 
^royelbphBitsle process, If 
'qseoified In the frotoeol 

a0.75-<1.0xaN 

<20% decrease flom 
l^efceatmei* value or 
an 

a0.5-<0,75xLLN 6:0.25-<0.5xLLN 

220-<*% decrease        S40 .<70% deaease 
temfrelreatiBet* value    ftompretreatmmtvalue 
«LCN orLLN 

<0.2SxLLN 

<SOmg 

Partial tlTombopiastin tim e 
(PTT) 

WNL >ULN-fi!.5xUtN >1.5-S2xULN >2xULN 

Phlebitis is graded in the CARDIOVASCULAR (GENERAL) eategcty. 

Proftromblnttme(PT) >ULN-<1.5xULN >i:5-S2xULN >2xULN 

Thrombosis/embolism is graded in the CARDIOVASCULAR (GENKAL) category. 

Thrombotlc 
mlo-oangtopathy (e. e, 
thrombotlc 
thrombocytopenic 
purpura/TTP or hemolytic 
uremicsyndrotne/HU^ 

FcrBMTaadie^if 
.^edSed in Sie protocol. 

evidence of KBC ■ evidence of RBC 
desttuotlon destractionwith 
(sohlstoojtosis) wiaioat elevated (Teatinine,(S3 
dtaioal consequences x ULN) 

laboratory Bndings 
presert nltl»ut clinical 
conse(}ieiices 

evidence oTiSC 
destruction with   , 
ffeatinlne^Jx'UIJO 
notre(jjlrlng dialysis 

laboratory flndings and 
clinical consequences, 
(e.g., CNS hemmhaga' 
bleeding or tlrombosis/ 
embolism or renal 
^ure) regsirin^. 
fter^eutic int<rveitIon 

evidence ot RBC 
destnlctlon ^ithtsnal 
fUltSrereqaWng 
dialysis and/or 

Also consider Hemoglobin, Platelets, Creatlnlne. 

Note:Must have mlcroimgiopathlcdianges on blood smear .(e.^,schtstocytes, helmet Mils, red ceUifagnen^^ 

iwne mild Coagulation-Other 
(Specify, 3 

moderate llfe-Sffetfenlrif or 
disabling 

CONSTITUTIONAL SYMPTOMS 
FaUgue 
(lettisrgy, malaise, asthenia) 

increased fStigue over 
baseiiiie/butnpt 
altering nonnal 
activities 

mbder^e (e.g., decrease 
in pe^ofmEffice status 
bylEGOGlevela: 
20% Kamofiky <* 
Xaiisfyy^T cait^g 
difricuity perftrining 
some activities 

severe (e.g., deaease in 
performance status by 
£2Ea3Gleve!sii40% 
Tiamot^y oc Idiijfy) or 
loss of ability to 
perform some activities 

bedridden cr disabling 

Noie:See Appendk III Tor performance status scales 

Canctr Therspy EvaluatlonProgram 
Common Toxiclty Criteria, Version2.0 
Dirrt),Na,NIH,bEHS March W98 

RevbedMarch23,lWS 
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AdrerKErat » 

Grade 

1                                   2 3 4 

Feverfiniheabsjnceof          non« 
tieutropenia, whe« 
nflutropenia i£ defined as 
AGG<1.0xl()'/Lj 

AJib considi Aliergicreaction/hjTMrsfflisiavitjr. 

Note: The temperature measurements ll^ed abbv6 an 

38!d:-.39.0°C (100.4- 
i(a.2°F) 

oral or tympaHo. 

39,1-40.0'C(1D2.3- 
164.0"*) 

>40.D'C(>104,0T)for 
<24i«' 

>40.0'CO»i64.0T)ror 
>241TS 

Hot ftahes/flushes are graded in the ENDOCRINE rategory. 

Rigora, CWUJ none inlH requiring: 
syinptoin'atic treatmerfl 
(e. g, blanket) or noti- 
narcctlcmedicaion 

sev<reah*or^ 
prolonged, requiring 
narcotic ixiedi cation 

riotre^onsiwto 
narcotic medication 

Sweating 
(diaphctesis) 

nonlial mild and occasional fequent <r dretKltog - - 

Wei^giin                          <5%                        5-,<10% 

Alsoconsldi Asclte^ Edema, Pletral eftliSon (non-maJignart). 

iD,-«ao%, a2D% ' 

W«igltgalnas!oaat«awiai     <2% •                   , 22-<3% 
VenoOMlaslwDtMss* •     .     ' 
{VOD)&rBMTjst«ile:ilf '      • ., 
^eclfiedintbeprotocoL • 

Also <!onsId9' Aadtes, Edama^ BeuraJ eflisloi (non-mallgnart). 

25-<10% £t0%()ra:sascltes     .. 210% or Jaidreteiiton' 
lesulttnglnpulBionary 
Mure 

Wei^ loss                           <S% 

Also consida- Vomiting, IJehydratior, Dianhea. 

5-<lD% 10-<20% £20% 

■ 

Constitutional Symptoms - 
Other 
{Speoiiy,                 1 

none mild moderate severe Hfe-ftrealening or 
difflbling 

PERMATGLOGY/SKIN 
Alopecia normal mOd hair loss frpnounceShair loss ^^ - 
feuislng                               i»iie                        localized or In                  gena-alized 
(inal«Bnceofgnuie3<r4                                      dependertarea 
thrombocytopmla) 

Note: Bralslrar reaultine B-om erade 3 or 4 ftrombocvtODenia Is loaded as PeteoWae/pofpura and H emorthage/blee ding with grade 3 or < thr omliocjtopenia in »e 
HEMORRHAGE cate6s>ry,i»« in the DERMATOLOGY/SEIN qajefeory. 

Dry*in normal controlled-With 
emollients 

not controlled with 
emcliieits 

&jtlieraamultifoime (e.g, 
SteveniJbhnson syrtirome, 
toxic epidermal necrblysis) 

absent scattered, but not 
generalized eraption 

severe cr raquiringiv 
fluids (eg, gerieralized 
rashcrpalnflii 
stomatitis) 

life-threatening (e.g, 
exfoliatlve er ulcerating 
dennatltis cr reiplrlng 
enteral or parento-al 
nutritional support^ 

Flushing absent presertt - - - 
Baixl-root skin reaction none sltin ohaiiges or 

deriQatttis wtthoutpain 
(ag:, etytheina, peeling 

Aln changes withpaiti 
not Irteffa-irig with 
imctidti 

skin changes With pain, 
inteifa-ingwith 
tttictioii 

■ 

li;)ectioh site reaction nolle pain cr itching or 
erythema 

pain or swellttls with 
inflammation or 
phlebitis 

ulceratipri or heo-osis 
that Usevere or 
prciionge4 orrequiring 
surgery 

Cancff Thenpy EvataaSon Program 
GonmsonToxlclty Criteria, Version 2.0 
DCtb,Na,NIH,I)HHS March 1998 

Revised March 23,1998 
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AdrtrseEvot                     « 

(»ade 

1                                  ? 3 f 
Nail diangss                         noimal discoloration or ridging 

(kollcnychia) cr pitting 
partial or complete loss 
of nail(s) orpail in 
irialibeds 

■ 

" 

1 PeteftlM Is graded Inthe HEMORRHAGE categtry.                                                                           ...                                                         .        1 

Phctosmsitlvity                     B)h« painless erythema palnHtil eryihema; ej-jthemawiiii 
desquamation 

. 

Plgmeitation changes (e.g.,      none 
vtlUgo) 

localized pigmentation 
changes 

gsnerallzed 
pigmentation (dianges 

^■ - 

Piuritus                             none mild or localized, 
relieved ^otWneously 
or:by local ineasures 

ihtenae or wide^read^ 
Relieved ^ontarieously 
cr by systenlic iheasures 

Intense or wide^ead 
snapoorly controlled 
despite treatment 

1 PuiparilsgjadedintheHEMORRHAGEcategory.                                                                                                                                                   ] 

.Sadiaaomtemaatb.            none                      feWa-yUiemaijrdry       inci<i4ra£«»oi)tl«k            oonfluenttaolat 
desipatistion                eryBifflnaoraiiatiiiy.       (ieS!joamaUo!iy.5<JB 

.,        ■ ■                                                                    moiS desqmmatioi^   .     dlametet-aadnot 
■             ■■                       mostly eonflned to skto   ' conanedJOiktolbl*; 

folds and <ir«aaes;            pitting edema 
aodwaM edema 

Note: PslnaasocJatk with tadlation dinnatltliis gfactedsepacattlyin ft« PAIN oategoiy as fate dne to wdlation. 

siinneaosis or 
oiceraiion of full 
Ihl ckness decmis; may 
inoludeWeedingnot   ■ 
induoedbymtoar 
trauma ccaibtaston 

,Radlaaon«callieaoHott          none 
.^eactJoifoiloMng' 
-AemoQiei^ylhttiestbsence 
^>fadditienaliSdialion 

,::iiierapy eat oecarS-ini' 
'previais tadiaflon j)oc© 

Mnt aryithemaor dry 
desquamattott. 

inoder^etobrlalc. 
dtySjert* or epatAy ■ • 
moist iJesqaamaQon, 
mostly conflnsd to aciii 
folds and creases; ' 
moderate edema 

confluent moist ' 
desquamation &I.S as 
diameter andnot 
oanflned to sltiii folite; 
pittir^godema  '   - 

SkiQitecrwsisor 
-UloetailonorSill 
S)lckness.d«&tis;mi^   ' 
hdujIeMeeaingnst .   : 
tiijcedbyminot   .':■ 
trauma wsiteasion 

Rash/desqmamation                tune 

Also consider AJlerglcreacaon/hypersensltivtty. 

Note; StevensJolmson syndrome Is graded separatelj 

maeularcr papular           macular or p^ular           symptomatic 
eraption cr erythema        en^tion or erythema        generalized 
wltti6dt9ssociated            with pruritus oi* other        erithrbderinaor 
symptoms                      associated symptoms        macular, p^niar or 

covering <50% of (>ody     vesicular en^jfion or 
SLir^ or localized          desquamation covering 
dssguamation or other       ^50% of body surface 
lesions covering <50%      area 
of l»'cly surf"ace 9Ma. 

as Erythema multironne in the DERMATOLOGY/SKIN rategcry. 

generalized exfoliative 
dermatitis or ulcerative 
deimatltis 

Sash/detmatittsassodated       none 
'Wi&}li^''dose 
AeBoaJei^y o-BM? 
stadies. 

aw erythema or dry 
desquamation 

moderate to ^iak 
«-ylhan4orapati3»y 
jnoiideajuamaaofl, 
mostly confined to skin 

' folds sad creaks,' 
moderate ^denia 

confluentmoiat 
desquamation 21.? cm 
diameter andnot 
confined to skin fol<k; 
pitting edema' 

skin-ne<T'Osis or uicera- 
tiotaoffullthiclmess 
denBis;ma,yinotud» 
^oiAaneau bleeding    ' 
not todttcedbytftlnor' 
trsumicrsibrasion. 

RaahMes^aamation. '          .None 
^«>clate4ifflth graft-v^sos 

•Tiost dlseasa (G'TOD) {* 
■'BMT stadie^ Jf ^ecMed in 
•fte jaotocoL 

Also consids AUdr^cmctloabypeisensitl^dty. 

I'Kote: »<v«nsJ6hasons}«drom«isgradeds4}>aral:el} 

macular or papular' ■       macalatotp^ular          aSmitomatic 
onflJtlonorerySiema      ; miftioh or erythema       .geneniljz<id 
ooverlng^5%orbody    wiajrarltusoi other       er)(hroaen»aor. 
sarfSoeareawlfliout         aasoSla»deymptora»       symptomatlcmacular,- . 
associated symptoms        <»v«JngS25-<5a56 of    papular or Wctftuf 

"bodyaari^oe.OT.             «n!tion,withbQilaB  , 
■,lbcaltoddes^iamaa«n    fi)rmaH<in,or 

' - (toBsrteions-           'desquamationooverihg 
'',".          ' coy«ring225-<a3%of • S:50%ofl>o#surftc« , 
■'■'           . bodysffliSuiefflea            ar«a. 

as Etyftemainaitifoime te fee DEMff A1"OiOGV/SKM ,<at«gtry.. 

generallzdd exfcJiaSve. 
dennatitis of dloerative 

' detma;titisi3riiufloas 
formation 

Cancer Therapy Evaluation Program 
Common Toxiclty Criteria, Version 2.0 
bCTD,Na,NlH,t)HHS Mar* IMS 

Revised March 23. IWS 
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Adrffse Event 0 

Grade 

1                                   2 3 4 

Urtlcarli 
(hlvea, wjlte, -wheals) 

none requWne no m edloation requiring PO oj- topical 
treatment «■ IV 

.medication or steroids 
f»<24 hours 

re(|jiring iV medication 
oraerbids for £24 
hours 

Wound-tafsotious none cellulltis si^erliclal infection Infection requiring IV 
antlbiotiM' 

necrotlzing ^ciltls 

Wound-non-infectiom none incisibtlal separation Inclslonal hernia tesid disruption 
wiftoul eyisOeratlon 

fesoialdisiupticn-wltK 
evisceration 

Dermatology/Skin - C5th<f 
rspacifv,              :i 

none mild moderate severe Ufe-ttireaenlngior 
disabling 

ENDOCRINE;  
CiLshingoidappeamc«(e.e,     absent 
moon &ce, baflUo hump, 
Mrtrjieta obesity, 
cutaneous slrla«) 

: Also consldff Hypeigb'Ceinia, Hypokalemla. 

present 

Feminlzatlon of Eoale absent - - presert - 
Gynecomaslia none mild pronounced or painfiai pronounced or painful 

ana requiring suijery 
- 

Hot flashes/flushes none mild ct no mere than 1 
.    Pwday 

moderate andgreater 
Ihaii 1 per dsy 

' 

Bypothyroidism absert a5ymptomac,TSH 
elevatee^ noiherapy 
given 

symptomatic orthjfdid 
replacement treatineit 
^yen 

patient hospitalized for 
manifestaacnsbf 
hypothijToidlsm 

myxedemacoma 

MascuUnlzatlon of female absent - ■:- 
present - 

siADH (jynAome of 
In^proprlate antidluretlc 
hecmone) 

absent - ■■ 
presertt 

" 

EndoaWe - Other 
rspecltv,                 1 

none mild moderate severe life-toeatenlng or 
disabling 

GASTROINTESTINAL 
Amylase U eraded In the METABOLiaiABORATORY category.                                                                                

Anorexia noiie loss of appetite oral intake signltloaaiy 
deceased  

re<jjlring IV fluids re(J:ilrlng feeding tube 
orpareitetalnafr'ltlon 

Asdtes (non-mallgnanO none a^rmptoiaai^c syihptomatic^ regiiirlhg 
(Sureties 

symptom atic,rei|jirlng 
thff apeutic paracertesis 

Ufe-threateiilng 
physlolo^c 
CotiSe<pences 

Colitis                                  none 

Also consider Hemontege/bleeding -with grade 3 
Rectal bleedlhg/hematochezla, Eypotensloii 

abdominal pain wfii 
muois and/or blood in 
;tobl 

or 4 Ihrombocytopeiila, Hemorihige/bleeding withoat grad 

abdominal pain, fever,       perforation or regiiring 
change In bowel habits      siigery or toxic 
wittilleus br:peritoneal      megacolon 
slgn^ and latiographlc 
orblcpsy; 
doCtinaitatloH 

3 or 4 thrombocytopenia, MelehalGI bleeding. 

Oonstlpatlai none requMiig sto ol 'softener 
or dietary modification 

requiring laxatives Obajjation requiring 
mamial evacuation or 
elieui 

obartiction ortojdc 
megacolon 

Canca- 'rtierapy Evalualion Program 
Common Toxlcity Criteria, Version2.0 
bCTD,Na,MH,DHHS  Mar* 1W8 

Revised March 23,1W8 
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Adverse Event 

iSiiit 

2 

Detiydration diy mucous membranM wquirtoglV flul<? 
aria/or diminished Sclii rep^inent (briei) 
turgcir 

requiring IV fluid physiologic 
replacement (sustained)     consecpences requiring 

iiitensiye care; 
hemoc^amic collapse 

Also conildi Dian-hea, Vomiting Stomatltis/pha-Jngltls (orai/jjiaryngea] muebaltls), Hjpctehsloh. 

Diarrhea 
patients without colostomy: 

patierits with a colostomy; 

'^lanheaassoclated-nith 
jraX^erisusliast disease 
<GVHD) forEMT stadJ«s, if 
^leclflad in ttie |rotocoL 

fbrpediatrk SMtstudies, if 
ipeefted m thtpnttcot 

None 

liwrease of<4 
stools/day over pre- 
b'eatihent 

mild Increase In loose^ 
watery colostomy 
output coinparedwiai 
pretreatmerl 

>300 -SIOOOmL of 
<ilatth«a?day 

•dlarrhta/di^ 

physiologic 
conse(|ieiKes requiring 
tatenslye care; cr 
iiemojjyraniic cOIl^se 

irioeaseofl-* . Ihaease of2:7 
iootoday, or nocturnal     stools/day* 
stools Incoiititience; or need 

for parenferal stppcrt 
fbr ddryd-atlon 

moderate Incs-ease In severe increase in looser physiologic 
loose, watery colostomy watery colostomy consequenceSj requiring 
output cdnipared with ou^ut compared with taitensiye isre; * 
ptetreatmeii, biit not pretreatmeht, Interfering hemodynaalc collapse 
Interfering wlttinormSl with normal activity 
actlvl^ 

>iooo-siss(M:-of 

4i»r»eciMcg> 

>15<10mLof 
dlarAsa/day 

>llmlJf!S<if 
dianhia/day 

severe abdominal pdn 
with or without Ileus 

Also consider Hemon'haga'bleedlng with grade 3 a 4 Birombocytopenla, Hemon-hage/bleeding without grade 3 or -t thrombocytopenia, Paiti Dehydration, 
Hypotension.   

Duodenal lilcer (requires 
radio^f^3hlc or endoscoplc 
documentatloi^ 

requiring medical 
manageinert oriion^ 
surgical treatment 

uncontrolled by perforationorbleedlng, 
cu^atient medical requiring emergency 
management; requiring surgery 
hospttallzatlon 

Dy^epsia/heartbum mild moderate severe 

by^hagl^ escphagitls, none 
odynophagla (paJnAil 
swallowing 

niild 4y^hag'<'>'"^ °^     (^sphagia, requiring 
eat regiiiar diet predomlnartlyputeed, 

sol^ or liquid diet 

dysphagla, requiring IV 
hydralori 

complete obstruction 
(cannot swallow sall\u> 
Kljilrlhg erteral or 
pareitteral rutrltional 
support, cr perforation 

Note: If ttie adverse evert lsradlation«lated, grade either under Dy^hagla-esophageal related to radiation or Dyqihagia-pharyngeal related to radiation. 

:Cvaohairla.esop)T^^ 
ialaeditoiadlatloD 

mlEdd^/i^ha^batcan     ^sphagia, reding 
eatrsgulardiet predomlnartlypureed, 

soft, or UCpld diet 

D}fsphagla, requiring 
6e(ang1ub^ IV 
Sydtsapnor 

' l^er^imentatiott 

complete obstniction 
' .(cannot srn^low saliva); 

not ittlwedliy minor 
Irmma cribrasion or 
perferatloti   .- 

AIsoo(Sisldet e^duetoia^ation, Mucosltk duetoiadlatlon 

Mote: !^saa» IsgBiedsqwately as Rstala-esc^haesal. 

DiMhagJa^aharvneeia ( 
relatedtoradlstion, '■ .;■ 

mild ^.9hag^,lxit can    <^itegiii,i:equltliig 
eatTepl^dtet ,   freddmlriantypureed, 

'       " .   ■', sofl;.orfl^ddlBt 
feeding tub^ry' 
hydtatioriof '_' 
Iqipetallmentaiion' 

■ complete obslmcfiai - 
(cannotswaitow ssiilyiS; 
nlceiatlon'MdSi bleedlt% 
not indnoed by minor 
trauma cr ahtasioaor. 
peijitatlon 

Also comido-Paiti ^ to radiaiton, Mucostttsdne to radiation 

;Kote: Fjknia is traded s^arate^ as nstttla-;hatyn^ 

Fistula-esophageal present re ijjiring surgery 

Fistula^intestinal presert requiring surgery 

CaruT Therapy Evaluation Program 
Common Toxlclty Criteria, Version 2.0 
IiCtD,NCi,N!H,DHHS March 1W8 

Revised March 23,1998 
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AdTCTM Event » 1 

Grade 

3 4. 

Fistala-fharjngeal nont - :., present reqofring surgery 

FJsMla-rectai/anal none - - present reqaifingaiiTgery 

FlatuIenM none mUd moderate 
-■: - 

Gaiiic ulcer 
(reqilru radioenpMc or 
endoscopic documentatloi$ 

requdringmedical 
manageiQ eit or non- 
aurgicaltreainieht 

bleeding without 
perforatioii, unoon- 
tf oiled by oyi?)ali«nt, 
niedical m^agefii^ 
requiring hq^ltaiij^on 
orargery 

perfcration orbleeding, 
re (pirlng emergency 
surgery 

Also consids Hemoffhage/bleeding with grade 3 or 4 ftrombocytopenia, Homoirhage/bjeeding without jiade 3 or 4 thrombocytopenia. 

<3aatritii none - requiring medical unconlroliedbyout- 
manigemert ornoh- patientmedical 
airgical treatment i&anageiiieht; requiring 

hospitalization or 
surgery 

Also corisiderHemorThage/bleedihgwith Fade3 cr 4 tiirombocytoperiia, Hemorrhage/iileedirigwitfioat grade 3 or 4 tlirombocytopenia. 

iife^aireatening 
bleeding, requiriiig 
eihergehcy surgery 

Hematemesis is paded in the HEMORRHAGE category. 

Hematochezia is graded in fee HEMORRHAGE category as Rectal bleeding/hem atodiezia. 

neus(orneuroconst^ation)      none intermittent, not 
requiring ii^ervertion 

re quiring ncn-surgical 
intervention 

re quiriiig surgery 

M<ufe drjness lurmal mild moderate 

Mucositis 

Notes: Mucositis not due to radiation is paded in the GASTROINTESTINAL categoij f»1?>ecificsites; Colitis Esbphagitis, Gastritis, Stomatitis/pharyngitis 
(oral/ptaryngeal mucositis), and Typhlitis; xthe RENAL/GENITOURINARY catfgory for Vaginitis. 

RadiaHon^related mucositis is graded as Mucositis due to radiation. 

Mnoo^is *« »ladlattoB 

Atsooonsidx P^'<lu toiadiatton.' 

Jtot<»:Gjad«iadlsttoj)i»idcoaltls«ftheJarynxh««, 

«5*em» Of fee owcosa patchy pseudomembta^ 
nousTt action (patohes 
gatieraUy£i.5ciiLlii 
diameter andncn- 

confliuntpseodomem- 
btanonsr«action 
(ccntlgaouspat^es 
geBer^ly>l,5«ii,in 
dlamete^ ',' 

necrosis or deep   ' 
lieetaiioii;]!! ay include 
Weeding not inducedby 
:m:inortrauiitaoT ^ 

. abrasion. 

Dviphaffa-T^latedtoradiaticniaatograaedmelther D.»iaiada-asophag«aliBhtedtoraaia«OBorDya)haeia-pharyngealr«latedtoJa^ 
fee ite«f treatment. ' .,,.-., 

Nausea oral iilalce significantly     no sigpificant intake, 
decreased requiring IV fluids 

abdominal pain with 
pahcre^ic eti^jme 
eievatioh 

complioatedby shod! 
(aciite circulatory 
^urs) 

Also cohsidir Hypotension. 

Note: Amylase Is graded in the METABOUC/LABdRATORy category 

Pharyngitis is graded iri the GASTROINTESTINAL categtry as Stomatltis/pharynglHs {oaJ/phaiyngeal muoosiUs). 

Cancff Therapy Evaluation 1¥ogram 
CommonTdxici^ Criteria, Voslon 2.0 
DCTD,Na,,NIH, DHHS  Mardl 1998 

Re-vised March 23,1998 



Protocol IDOO-089 
Revised April 7, 2003 

Page 13 of 35 

CTG Version 2.0 
Pubfish Date: April 30,1999 

Adverse Ey at 1 

C^ade 

-.2 

increased stool 
frequehqy» occasional 
blood-2treaked stools cr 
r«ctal discomfort 
(inctudtng hemoriiioids) 
not requiring: 
medication 

. increased ^61 
tequericy, bleeding; 
mucus discharge, or 
Mctal discomfort 
requiring medicatioii; 
anajfisajre 

increased stool fre- 
quency/diarrhea re (jiir- 
ing parffliteral sujiport; 
rectal bleeding requir- 
ing transilision; «■ per- 
sistent mucus <fis(h^ge^ 
necessitating pads 

pcrfcratiori, bleedir^ of 
.necrosis w other life- 
ftireatming 
complication requiHng 
affgioaJ intervention 
(e.^, colostoiny) 

Also consider HenioiThige/bleedingwitti gr^e3 cr 4 ttirombocytopiSiia, HemcrrJwige/bleeaingwithoirt grades or^^ thrombocytopenia, feiifi due t6radiatioa 

Notes: Fistula Is graded separately as nstdla-rectal^ahal 

Prtwjtitls occorflngmore ttBh 90 days after the start ofradiatlon ther^y is graded in the RTOG/EORTC Late Radiation Mofbidi^ Scoring Scheme. (See 
Ajpendix IV) 

Salivary glajnd dianges slightly thickened thick, ropy, stidcy 
saliva; may have saliva; msffkedlyalt«red 
slightly altered taste taste; alteration In diet 
Ce:g, metallic); required 
additional fluids may be 
required 

acute salivary gland 
neorosls 

normal sligltiy altered maikedly altered 

Stomatitis/pharyngjtis 
(oral^haryngeal mucoslti^ 

for BMT Sadies, If 
jgjecmcd to the frotocol 

painless ulcers, 
eryttiema, or mild 
screness in Qie'absence 
oflesions 

painless ulcers, 
eryaiema,<rBi!ld 
soreness in flie absence 
oflesions 

painftil erythema, 
edema, or ulcers, but 
Can eat or swallo'W 

.pain^^d eiyOiem^ 

pairiflil erythema, 
edema, cr ulcers 
reqiiring IV hydration 

severe ulceratlon or 
rei^iiiresparenteral cr 
enteral iiSritional 
si^port or prophjdactlc 
intubation 

palnM ery£h^% 
edema or ulcers tut can     edema^ cr ulcers 

- prcveaiingsw^Uowfeg 
tx requiring hydration 
OTparei*eral.Cor enteral^. 
nutritional support 

severe ulceration- 
le (jiiring prophyl^Ic- 
intabattoti or resulting 
in documented - 
ai^ira^cotpneumonta 

Note: Radiation-related mucositis is graded as Mucositis due to radiation 

Taste disturbance 
(dysgeusi!^ 

normal sligltiy altered markedly attved 

Typhlitis none 
(infiammation ofthe cecum) 

^dominal p^ 
diarrhea, fever, and 
ra<fiographic or biopsy 
docum entation 

perfcration, bleeding of 
hecrb^ or otier llfe- 
flB-eatening 
complication requiring 
strgical ihtefyeiitioh 
Ce.g:, colostomy) 

Also considff Hemon-ha^e/bleedlne vrffli grade 3 or 4 thrombocytppenia, ^Hembrrhage/bleeding without grade 3 cr 4 thf ombocytoperiia, Hjpotensibn, Febrile 
rieutropenia. 

Vomiting 

Also consider Dehyctatioa 

I episode in24 hpurs 2-5 epispdas in 24 hours    ^6 episodes Jri 24 hours 
over pretreatmertf over Fretreatmeht overpretretonerit;Cr 

needfor IV fluids 

recpirinepareitteral 
nubltion; or physlologiic 
coiisequehcBS requiring 
ItAenslve care; 
hemp dynamic coll^se 

Wei^ gain Is graded to the CONSTITUTIONAL SYMETOMS category. 

Weight loss Jsgradedtothe CONSTITUTIONAL SYMPTOl^S category. 

Gastrointedlhal - Other 
(^eciiy, ) 

mild Jife-threatehing or 
disabling 

Cancer Therapy Evaluation R-ogram 
Common Toxlcity Criteria, Version2:0 
DCTD.Na,NIH,DHHS  March 1998 

ReMsedMarch,23,1998 
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AdTffseEviat 

Grade 

3 

BCEMORRHAGE 
Notes: Transflisloii in Oils section refersto pRBC infliilcn. 

For any bleeding with grade 3 or 4 platelets (<50.Q0Ci\ glwa.vs:grade HemoitjtegeiTileedinig'witti gradeS or 4 thrombocytopenta. Also consider Platelet^ 
Ttansfbslcri: pRBCs» ahdTranstision: platelets in additlonto gradine severity by grading the site or type of bleeding. 

If the site or type ofB em o^age/bleedlrig Is llie^flJso use the ^grading th^ 
Hematemesis; Hemopty;^ HemorAage/bleedingwHh surgery, Melaia/lowerGI bleedmg,PetechIae/purpura(Hemorrhage/bleeding bitb AirO, RectaJ 
bleedlng/hematodiftda, Vagbal bleeding. 

If the platelet count is £50,000 and the site or type of bleeding Is listed grade the specific site. If the ^e or type knot listed and the platelet count Is 
£50,000, grade Hemoirhage/bleedingWlthOia grade3 or4tfu-timbijc^operUaajid^clfyittie-^eortype inftieOTHER cate^ry. 

Hemorrhage/bleeding with 
grade 3 or 4 
thrombocytopffiia 

ciiid'wlthont 
trahsfbston 

repairing transiuioh catastrc^Wc tie edin& 
requiring m^ or non- 
eiechve Intervention 

Also considar Platelets, Hemoglobin^ Transfusion: platelet^ Transfusion- pRBCa^ site or type of bleedir^ If tfie site Is not listed, grade as Hemonhage-Other 
<Specifyslte,       \ 

Note: This adverse evert must be graded for ai^ bleeding with grade 3 lor 4 fiirombocytopenla, 

reqairing transfljsion catastrophic bleeding 
reqairir^ ms^cr non-* 
elective intevention 

HemoiAiage/bleeding none mild without 
wlthoiA ffidt 3 or 4 transfusion 
ttirombocytopsiia 

Also consider Platelet^ Hemogloblrv Transfusion: platelets. Transfusion: pRBC^ Hefnorrhage - Other (Specify site,  1. 

Note: Bleeding In ttie absence of grade 3 or 4 tlrombocytopenla Is graded here only if the qjedfic site or type of bleec&ig is not listed elsewhere in the 
HEMORRHAGE category, Also grade as Other In the HEMORRHAGE category^ 

CNS hemorrhage/bleedng       none bleeding noted pilCT or    hemoifhagic siroke or 
otiier scan withno ^emon'haglc vascular 
clinical consequences        event (CVA.) with 

neurologic signs aid 
symptoms 

^IstaxLs mild without 
transilti^on 

re<]alring transfusion catastrophi c^leeding; 
retpirIngm^|or non- 
eleCUve iritervehtlon 

mild without 
trahsiusion 

recj^ng transflision catastrophic bleeding, 
regiirlrimajor non- 
elective lnt<rVeritIon 

Heniaturia. 
(in the absoice of vaginal 
bleeding 

microscopic only intermittent ^ioss 
bleeding no clots 

persist eiit gross; 
bleedii^ <x- clots; may 
require catheterization 
or iristnirnentatlon, or 
traiufUsIoh 

open surgery orneaosis 
or deep bladder 
uiceratlon 

Heinoptysls mild Without 
transfusion 

requiring traisfUslon cata^ophic bleeding; 
requiring m^cr non- 
elective intcrverition 

Hemonhage^leedlng 
asso elate d with surgery 

mlldwithoiS 
transfusion 

requiring transfusion catastrophic bleeding, 
requiring mjycrnon- 
eiectlve intervention 

Note: B?>ected blood loss at the tim e of surgery Is hot graded as aii adverse event. 

Melena/GI bleeding mUdwlttiout 
transfusion 

reijilrlhg; trat^fiisioh catasfrophi c tileeding, 
re quffing major non- 
^eiective intffventlon 

Cancer Ther^y Evaluation Itogram 
Common ToTdcl^ Criteria, Verslon2.0 
DCTb,Na,NIH,DHHS March 1W8 

RevUed March 23,1W8 
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Adverse Event « 1 

Qrade 

3 4 

Petechlas/pmpara 
(hemoTliage/bleeding Wo 
aklntrmueosa) 

r^ne rare petediiae of akin petechiae <r.puipurain 
dependeit areas of sitin 

generalized petechiae or 
puipuraofslcinbr 
petechiae ofany 
inucosal site 

Rectal blt^dingf 
hematochezia 

none mild without 
traiislbsionor 
medication 

persistent^ requiring 
medication (e.g, steroid 
iL5>p6sitcrieS) and/or 
treaiiiS-oni radiation 
tre^meix 

recriiringtranslhsion catastrophic bleeding, 
requlrlngmajtr noii- 
elective inttrVentlon 

Vagina! bleeding none spotting; requiring <2 
padspffdsy 

requiring^ pads per 
iy.butnotreifiiring 
Irahsfiision 

re pairing transfbsion ca^uJrophic bleeding; 
re quiring mal a; nori- 
elecMve intfrvmtidn 

Hemorrtiage - Oiher 
fSpecltVsite,                   1 

none mild without 
transfbsion 

■ 
re c^ihg transflisioh catastrophic bleeding; 

re (jairing mq} cr non- 
lelective intervention 

HEPATIC 
AJkallne phog}ha£aM ■WNL >ULN-2,5xllLN >2.5-S.0XULN >5.0-20.0xULN >20:OxULN 

BiUrubln 

BlUrUbinaswciated-svlth 
•gmt Treraaslioat dlMase 
.gjVHD) fotBMT staffle^ If 
'.^(^ed In the jrotocoL 

TWNL 

nonnal 

>ULN-I.5xllLN >1.5-3.0xULN >3.0-lb.0xULN 

aS-jtiSmg'lOOmi; 

>10.0xULN 

215mgfi00mL a2-<3mg/!WmL S3-<«mg/100mL ■ 

GGT 
<T - Glutamyl tran:i)eptidase) 

WNL >ULN-2.5xULN >2.5-5;0xULN >5.0-20.0xULN >20.0xULN 

Hepatic anlSBgement'              absent                     -                                   -' 

N(!te; Grade aepatlo enlaigement «nly foriteatmentielatsd adverse event Including Veno<5 cclustve Disease 

present - 

Hypoalbuminemia WNL <LLN-3g'dL 22-<3g/dL <2g'dL - 
Uver dysfimcUon/ failure 
(cUiilcal) 

nomial - - asterixlS ehcephalopafiiy or coma 

Portal vein flow normal - decreased portal vein 
no* 

revsrsalA-etrograde 
portal vein flow 

- 

SGOT(AST) 
(senim glutamlc oxaloacetic 
transaminase) 

WNL >ULN-2.5xULN >2.5-5.txllLN >5.0-20.0xULN >2O.0xULN 

SGPT(ALT) 
(semm giutamic pyravic 
Iransamimse) 

WNL >UEN-2.SxULN >2.S-5.0xULN >5.0-20.0xUtN rfO.OxULN 

Hepatic-OtlMT 
(Specify,                 ) 

none mild moderate severe life-lhreatehlng or 
disabling 

INFECTION/FEBRILE NEUTROPENIA 
CaSiettrrelated infection none md, noaCBve 

treatment 
moderate, localized 
infection, reijitfing 
local cr oraltreatmeit 

severe^ systemic 
Irifectlbh, requiring IV 
antiioiotic or antilin^j 
treatment or 
hospitallzation 

life-threatening sepsis 
(e.g., septic shock): 

Canctr Ther^y Evaluation ftogram 
CommonToxicity Criteria, Verslon2.0 
DCTD,Na,MH,DHHS March 1W8 

Revised March 23; 1998 
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AdrcrstErait 

Grade 

2 

preaeit 

Felrlle neiiropenli none - -■ 
(fev«r of uriitnown orlgih 
wilhoiit dlnicaily or 

miiroblologicaliy 
docamaited Infection) 

(ANC<1.0xlO"/L, fever 

2J8.5°C3 

Abo considtr NeutrophM 

Note: Hypothermia instead of fever may be assoclaledyrllfanetnropenl^andiseradedherft:  

lifeotlcn (docnmertted none - - 

oMcally or 
mid-obiologlcally) wilh 
grade 3 or 4 neutrcperaa 

(ANC<1.0xH)°/L) 

AJso cohsldar Neutrophlh 

Notes; Hjpothennla Instead of fever may be associated with neOfopailaand is graded here. 

Intheabsence ofdoamientedinfe<*on8rade3or4neitocpenia7rtihfeverl3EradedasFetTllenei^ 

Infection vrithunloiown none - * present 

ANC 

Note: this adverse evert crlterlcn is usedln the rare case T*enANC Is iricnown. 

LifeJEtreatenlng sepsis 
(e.g., septic shock) 

life-threatening sepsis 
(e.g., septic shod:) 

life-threatening sepsis 
(e.fc, septic shbdc) 

Infectioi ivtthout 
neutropenla 

Also consldo- Neutrophils 

mild no acdve 
treatment 

moderate, localized 
Infection, requiring 
local cr oral treamen 

severe systemic 
infection, reijijirtng IV 
antibiotic or antlfUngal 
treatment^ or 
ho^italizatlon 

life-threatening sepsis 
(e.^., septic ^odc) 

Wound-liifeeaous Is graded In the DERMATOLOGY/SICIN categcry, 

Infedlcr/Febrile 
Netttropenia - Other 
(Specify, _. 

mild Ufe-ttireatening or 
disabling 

LYMPHATICS 
Lymphatics mild lymphedema moderate lymphedema 

. requiring com^risasibn; 
lymphoi^t 

severe l^phedema 
limjtlhgtttnctioh; 
lymphocyat retjairing 
surgery 

severe lyinphedema 
ffiniarij fuhctibn with 
ulceratlon 

Lymphatics -Otha- 
(Specify, _; ) 

mild llfe-lhrealening or 
disabling 

METABOLIC/LABORATORY 

Acidosls 
Onetaboilcorre;9trator}) 

mrmal pH<n0rtnal,but27.3 pH<7.3 .pH:<7.3,wlthllfe- 
teeateiiing physiologic 
coiiseqdenees 

AlkalosU 
(metabolic or reg)iratorj^ 

normal pH >n«mal, but£7.5 pfi>7.3 :RH>7.5v*l)llfe- 
threatmlng physiologic 
cohse^iences 

Amylaas >ULiSi -15xULN 

Bicarbonate ■WNL <ttN^l«:mEq/dL 

>!,5-2.0xULN >2.0-5.dxULN >5.0x:ULN 

ll-lSiBBj/dL S-lOmEqfdL <?mE(i/dL 

dano» Thenpy Evaluation ftogram 
CommonToxlclty Criteria, Version 2,0 
DCtD,Na,MH,DHHS Mar* 1W8 

Revised March 23,1998 



Protocol IDOO-089 
Revised April 7,2003 

Page 17 of 35 

etc Version 2.0 
PiiMkii bale: April 30, WW 

Advo-seE»a* 0 

Gride 

1                                I 3 4 

CPK 
(CTeatine phospH61ttaase) 

WNL >ULN-2.5xl|LN >2.5-5xULN >S-10xULN >10xULN 

Hypsrcalcemli WNL >ULM-11.5mg'dL 
>ULN -2.9inmbiyL 

:>M.5 - 12.5mg/dL 
>2^?-3,.l mmdFL 

X12.5-13.5 mg/dL 
>^3.1-3,4mBioVL 

>13i mg/dL 
,>3,4 mmol/L 

Hypercholeat«rolffliiia WNL >HLN-300mg/dL 
>ULN-7.75 mmol/L 

>300-4d0m^dL 
>7.75-10.34 mmol/L 

j!400:-500mg/dL 
>10.34-12.92 mmol/L 

>500 mg/dL 
>• 12.92 mmol/L 

Hjper^yMmia WNL >ULN-160mg^dL 
>OLN-8.9 mmoUL 

>l«b-250 mg/dL 
>8.9-i3.9nmiol/L 

*250-SbOmg/aL 
>!3.9-27.8ilimol/L 

>500mg'dL 
>27;8 mmol/L or 
acldods 

Bjpakalemla WNL >ULN-5.5imioW, >5.5-i5.0 mmol/L >!S.0-7.0mmoVL >7.0 mmol/L 

Bypermagnescmla WNL *ULN.-3.0mg/dL 
>ULN -1,23 mmolA, 

- *3.0-8.0iii8/dL 
>'i.23-3.30mnioVL 

>8.0 mg/dL 
>,3.30mmbl/L 

Eyptrratremli WNL >ULN-I50BmoW, >.150-155ramoW. >:155^ 160 mmol/L >160mmbl/L 

Hjpertriglycffidemil WNL >ULN-2.5xULN >-2.S-5.0xULN >5.0-:10.x;ULN >10xULN 

Hypouflcemli                       WNL                       >ULN-<10Big'dL 
fiO/SSmmoi/Lwithoot' 
physiologic 
comequehCea 

Also eonsidff Tumor lysis syndrome. Renal failure, Creatlnine, Hypeflcalemia. 

>ULN-S10mg'dL 
s6.i9 inmoI/L with 
physiologic 
consequences 

>-10 mg/dL 
>0.59 mmol/L 

Byppealcemia WNL <aN-8:0mg/dL 
<aN-2;0nmol/L 

7,0-<8;0mg/dL 
1.75 r<2,0 mmoI/L 

6.0-<7.0mg'dL 
1.5-,< 1.75 mmol/L 

<6.0 mg/dL 
<L5 mmol/L 

Hypoglyjemia WNL <LLN-55m^dL 
<LLN-3.0iBmoVL 

40 -<S5 mg/dL 
.2i-<3.0 mmol/L 

30-<40;mE/<iL 
,1.7-:<2.2 mmol/L 

<30 mg/dL 
■< 1.7 mmol/L 

Bypokalemia WNL <LLN-3:0mmoi/L - 2.5- <3.0 mmol/L <2.5 mmol/L 

Hypomagnesemia WNL <LL>I-iamgi'dL 
<LLN-0.5 mmol/L 

0.?-<1.2 mg/dL, 
0.4-<0.5 mmol/L 

0,7-,-i0.9mg'dL 
0.3 - <0.4 mmol/L 

<0.7 mg/dL 
<0.3 mmol/L 

Hyponattenila WNL <LLN-130 mmol/L - 120 -<i30mmol/L < 120 mmol/L 

BypophosFiiatemia WNL <;LLN 5.5 mg/dL 
<LLN-0.8 mmol/L 

22.0-<2.5 mg/dL 
£0.6-<0.8 mmol/L 

ai.0r<2.0 mg/dL 
20.3-<0.6iraiiol/L 

"il.O mg/dL 
<cii3 mmol/t 

Hypothyroidism is graded in the ENDOCRINE category.                                                                                                           j 

Upase WNL >ULN-1.5XULN >1,5'■i.p X ULIJ :*2.0-5.0xULN >5.0xULN 

MetabolitfLaboratory - 
Other (Speoiiy, 

1 

none mild moderate severe life-threatening or 
disabling 

MUSCULQSKELETAL 
Aithralgiais graded in Ihe PAIN category. 

Arthritis none mild pain-with 
InJlanimation erythema 
orjoirt swelling but net 
Irterrerlngwitti 
tottlon 

moderate pain-with 
thnaumatloti 
«-ylhoma,cr Joint 
sWeUlng interfering 
*ithftfaction,Whot 
inter firing with 
activities of dally Ihrtng 

severe pain with 
tnHammatioi^ 
erythema, or joiill 
swelling and interferirig 
with activities of daily 
Uvihg 

disabling 

Canes- Ther^y Evaluation Program 
CommonToxiclty Criteria, Verslon2,0 
DCTD,Na,NlH,DBHS March 1998 

Revised March 23,1998 
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Adrasc Event 1 

Muscle weakness 
(fitA (iie to neircpathy) 

normal a^jonptpmaflcwlth 
wealoiesi en physical 
txam 

S3>mptomatic and 
llltetferlngwilil 
fiinctioi\butnot 
taterferlrigwilh 
attl-vWes of daily living 

symptomatic and 
Interferhg-wtth 
activities of daily living 

:bedridden a disabling 

Myalgia [tenderness or pain ti muscles] Isgraded in the PAIN category 

Myositls 
{inllammatton/damage of 
muscle) 

nllld psiln, not 
iiterferingwitti 
hinctibri 

palriiiterfa-ing With 
Baictionbutnol 
interfering witti 
activities of daily iWtag 

paiii ihta-ferlng wifti 
flinctlon and interfering 
with activities of dally 
living 

bedridden IT disabling 

Also consider CPK. 

Note: Myositls implies muscle damage (Le., elevated CPK). 

Osteonecrosis 
(avascular necro^) 

a^^ptomatic and 
detectedt>ylmaglng 
only 

symptbmatlc and 
interfering with 
ibnetiori but not 
interfering wiai 
:activlties of daily living 

symptomatic and syinptomatic; or 
interfering: with disabling 
acfivitles of daily llvftig 

Musculoskeletal -Other 
(Specify, ) 

liioderate life-threatening or 
disabling 

^fEtlROLOGY 
Aphasia, receptive and/or eip-esdve, IS p-aded uiider Speech Impalrmetit in the NEUROLOGY category. 

Aiachnoidttis/meningismus/ 
ladiculitis 

Also consider H eadache. Vomiting, Fever. 

mild pain not intirrerlng 
with itinctlon 

Dibderate pain 
taterfefingwitti 
Siictiori but not 
Merferlngwltti: 
aaivities 6f daily living 

severe pain Irterferlng unable to ftmctlon or 
vriSi activities of dally perfcrm acfivitles of 
llvitig dsiily Uvihg; tedridden; 

paraplegia 

Ataxia (Incoordlnation) nortiia] a.^jnnptoiiiatlcbut 
atxurmai on physical 
exaii;,andnbt 
irterferlhgwitti 
fbnctioii 

mildsjtoptoBis 
-iiiterferingwilh 
fimctior^ but iiot 
.interfering Witli 
activities of daily living 

modeitteSymptocas 
interfering with 
activtfles of daOy living 

bedridden cf disabliiig 

04S cerebrovascular 
Ischemia 

translerj ischemic event    permanent evert (e.g, 
or atfadt (tiA) cerebral vascular 

accideiit) 

CNS hemon-hage/bleeding Is graded in the HEMORRHAGE categcry. 

'.CopmKdkhirixuKef 
\3eariitr^jl>reiSeas' ' iittti:f«r4!g-HiaS ,iitterferi»evie!. nsiOli/tginitgiiificara 

MWi/MHcsl vtorifyiMit iapainmittff 

preserya&ortut ISD^mSeri perfmuaKK o>tr«»>e. 

deyeScpnenlal 

mabiliif to -mrt^ank 
mental retcailaSon 

CSnci Therspy Evaluation Program 
Common Toxlcity Criteria, Version2.0 
DCrD,Na,NIH,DHHS March 1»S8 
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Adverse Event 3 

Conlbsion lurmal cpnftt3icn:0r 
di^rleittatfch or dboriehtaiiql or 
ajteitlon d«nolt of brief     itterflon deficit 
duration; resolves 
spontaneously with no 
sequelae 

taterftrlng-wtth 
(EinctioijbUtfiCit 
titerferir^witti 
activities ofdaily lIvinB 

confMon or dslirlum        haimMto ot^is or 
interfering vrfth selftrequiring' 
activities ofdaily living     hojyltalizatlon 

Qanial neuropatliyls g-adedin the NEUROLOGY category asNeofo^y-cranial; 

Debsiois norrdal preseit to>dcpsychasts 

Deiressed level of 
consciousness 

normal sbmnolffltejr-sedation     soinnolence of sedation obioniJaticn or stupor;       coma 
not Interfertag with kiterferlngwith. diftloultto arouse; 
ilmction ibrictiori but not iriterfffingwltti 

Interfering willi aijtivities Of dally Uvlhg 
activities ofdaily living 

Note: Syncope (ftlntlng) is graded In the NEUROLOGY caiegorji 

Dl2zines3/Uehtheadedness not Interfetiiig with iriierferirig with interfa-ing with bedridden cr disabling 
Bmction Ibndlonbutnot activities of daily living 

interfering wlSi 
activities of daily living 

DygJtesla, receptive and/or expressive, is graded andtr.SpeechimpalfmenHnlheNEUROLOGy category  

moderate Involortary severe involuntity bedridden or disabling 
movements irterferlng moveirients or toitlcollis 
with ftmcHon, bat nd interfffing with 
interfering with activities ofdaily llvitig 
activities of dailj' living 

Bdr^}Tamidal/ 
Involmtarymovement? 
restlessness 

i»ne m|ld involuntary 
moveiiientsnot 
irterferlng with 
flihction 

Hallucinatlom iv>rmal preseiit toxic psychosis 

Headache is graded in the PA|N category. 

Insomnia .norinal occasional difficult 
sleeping not Interfering 
with function 

dlinculty sleeping 
interfering Mitti 
Iljnctioi\butnot 
interfering with 
activities ofdaily living 

frequent difficulty 
sleeping, interfering 
wltti activities of daily 
living 

Note: This adverse evert is graded when insomnia is related to treatment Ifpain or ottier symptoms interfere with sleep do NOT grade as insomnia 

sev^t; iiitxnxilabk- 

Leukoencephalopathy 
associatedtadiological 
findings 

mild increase in SAS 
(sabaracinoid ^ace) 
and/ormild 
yertlriculoiioegaly; 
a«i/or small (+/- 
muitiple)focal Ti 
hyperliitensttle:^ 
involving 
periventricular wtiite 
matter or<iy3 of 
susceptible areas of 
cer«lHum 

moderate Increase In 
SAS; and/cr m oderate 
ventriculomegaly; 
and/or focal T2 
hyperihtetisities 
^tending into centrum 
ovale; or involving 1/3 
tb2/3 of susceptible 
areas of cerebrum 

severe increase in SAS; 
severe 
ventrlcdlomegaly, near 
total yiilte matter T2 
hypeririensities or 
difliue low attenuation 
{CT); fdoal white tnatta- 
necrosis (cystic) 

severe increase in SAS; 
severe 
venlrlculomegaly; 
dlniise low attenuation; 
with calblHcatlon (CT); 
diffiise vMte matter 
neCTOsls (MRI) 

Memory loss memory loss not memoryloss liiterfsring    memcry loss ihterrering;    amnesia 
luerferingwlth with flmotioii, but not        wilhactlvltlas ofdaily 
function interfefitigwlfc ii'Vtng 

mtlvitles of daily livinB  

Cancr Thenpy Evaluation Program 
Common ToxicIC Criteria, Version 2.0 
DCTD,NCi,NIH,DHHS Mar* 1W8 
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Grade 

AdvasiEvat 

Mood aHetatlon-aiBdety, normal 
agttation 

mUdmood alteration 
not intffftfhg with 
llinctlon 

modmate mood 
alteration intsferihg 
with taicUMi, but not 
IBterfirtofwlth 
aotWes of dally IfvlhJ 

aeyere mood alteration 
intaTeringwiai 
activities of daily living 

ajlcidal ideation or 
danger to self 

Mood alteraaon-aeiression      normal mild mood altetatioii 
not Interffflhg ■with 
(Uietion 

moderate mood 
alteration Inttfferlng: 
withftinotlon,biittiot 
Interfering with 
ictivitlesbf daily living 

severe mood alteration 
Interfering wtth 
activities Of daily living 

suicidal ideation o 
danger to self 

Mood alteratton^euplicrla        normal 

NeurOpatiilc pain is grided in the PAIN categay. 

Neuropaihy-cranlal absent 

TJeuropathy^notor normal 

Neuropattiy^sensory normal 

Ky;!tagmns absent 

Also consider Vision-double i^ioh 

Persoiialitybehavioral horinal 

Pjtamidal tract dysfunctlai 
(«.g, T tone, hypeiTenexia, 
positive Babimisi, i fine 
motor coordinatioi^ 

normal 

Seizure(s) 

Speech impairment 
(e.g, dy^haskor ^hasia) 

mrmal 

mildmood alteration 
not Interfffirig with 
ftsiiition 

mbder^emood 
alteratioh intirferlng 
wtth ftmrtion, but not 
Inter fefing with 
aalvltlesof daily livirig 

severe mood alteration 
ittterfffingwith 
activities of daUy living 

danger to self 

present, not literftrtag 
With activities of daily 
living 

presert, iiterfering with 
activities of dally living 

llfe-lhreatening, 
disabling 

subjecthre weakness but 
no objective findings 

imiid objective 
wealmess interfering 
with llinction, but riot 
interfering wltti 
activities of dally living 

objective weakness 
interfa-ing^ifh 
activities of daily living 

paralysis 

loss of deep taidon 
reflexes bi" paresOiesla 
(inclading tingling) but 
not intarfffing with 
limction 

objective senscry loss 
orpiuresthesia 
(including ttnglihgj, 
interfering with 
tmetioa but not 
Interfering with 
activities of daily living 

sensory loss <r 
parestti^sia inta-fa-ing 
with: activities of dally 
living 

permanent sensory loss 
tot interferes with 
(laiction 

present 

change, tut not 
disrvptlve to paflent of 
^ily 

disnipflve to patieht <r 
fiunily 

dla-ijitlve to patlait and 
ftinily, requiring mental 
health Irterwntlon 

hannlUlto others or 
seinre<)iirlng 
hospltalizatlon 

asymptomatic with 
atnormality on jJiyslcal 
examination 

symptomatic or 
interfeiHngwllh 
Hihttion biif not 
Interteringwllh 
actlviBes of daily living 

interfffingwith 
activities of daily living 

bedridden cr disablingi 
paralysis 

selzare(s) self-limited 
and consciousness iS 
[reserved^ 

seizure(s)in'i*lch 
consciousness is altered 

seizures of any type 
which are prolonged, 
repetitive, or diflicuit to 
ooniror(e,g, status 
epileptlcas, litiactable 
epilepsy) 

awareness ofrecepiive receptive or eiqjresslve 
cr ffiqa-essive dy^hasia, dy^hasia, impairing 
i»t impaMng abilityto iibllityto commurilcate 
communiicate 

Inability to 
communicate 

Syncope (fainting                  absent                      -                                   -                                   fnsitt 

Also consider CARDIOVASCULAR (ARRHYTHMIA), Vasowgal episode, CNS cerebrovastater ischemia.  

Cancer TTieripy Evaluation Program 
CommonToxlcity Criteria, VeisIoniO 
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Adva-se Evot 

Tremor 

Vertigo 

Nearology - Other none 
(SpecHy, ^ 

Cataract 

Cotjunctlvitls 

Dry eye 

Keraatis none 
(cdmealinflammstion/ 
comealulceration) 

Tearing (watery eyes) t»ne 

Vlaion-blurTedvision homial 

Vision-double vision 
(diplopisQ 

Vision-flashing 
li^ts/floaters 

a-ade 

mOdandbriefor 
Intermittffit butiiot 
irlerferlhgwith 
function 

moderate tremor 
•ihterferlnswiih 
Ibncfioilbutnot 
interferinewllh 
acti-vlUes of dally living 

severetremor 
ihterf(ring with 
actlyitles of daily living 

not IntffffTlne with 
Jlmction 

interfering with 
tootioii but not 
inter firing with 
activities of daily living 

interferlngwith 
aitivtties of daily living 

ibedridden a disabling 

mild moderate life-threatening or 
disabling 

OCULAR/VISUAL 
a^^ptomatic s^pbrnatic, partial s>TOptojBatic, visual 

bss requiring tr^atiniKnt 
or irtirfef irigwilh 
function 

abnormal 
pphthaMologlc 
changes, but 
ass^ptomsdc or 
symptom aticwlOBUt 
vl£U3tl im^iinnent (i.e.« 
palii and irrttatjoh) 

symptomatic and 
liiter ferlng with 
function but riot 
interfering wlfti 
activltl«5 of dally living 

symptomatic and 
interfering with; 
acttvities of dally living 

mll^ not raqulrlrig 
^atment 

moderate or re^lrli^ 
artindaltears 

increase in intraocular 
pressure but no visual 
loss 

increase in intraocular 
{ressure wlQi rtiinal 
!(haiiges 

visual impairment unilateral or bilateral 
loss of vision 
4)lindnes^) 

abnormal 
pplithalmoioeic <tianges 
but asymptomatic cr 
symptomatic without 
vlsua] impairm«Tit (i.e.^ 
pain and irritation) 

symptomatic and 
inter ftringwltti 
itmction, but not 
biterftrlhgwHh 
adiVities of dally living 

symptomatic and 
Inlerfa-ingwith 
activities of dally living 

unilateral or bilateral 
loss of vision 
:^iindness) 

mild:n6tlrita-ftring 
With Junction 

moderate: interfering 
With ftoctibn, but not 
interfering witti 
activities of dally living 

interfering with 
activities of daily llyir^ 

symptomatic and 
Inter ferii^ with 
flmcEion, but not 
inter ferlng witti 
activities of daily living 

symptomatic and 
interfering "witti 
activities of daily living 

symptomatic and 
interfering wifti 
flmctioi;^ but nOt 
ihierftringwitti 
artlvities Of daily living 

symptomatic and 
ititerl'eringwlth 
activities of daily living 

mlH not irterfering 
with function 

symptomatic and 
interfering with 
fUncttoiv but riot 
ihterftrihg witti 
activities of :daliy living 

symptomatic and 
interfo'ing^^ 
ac^vities of d&lly living 

Cancer Ther^y Evaluation ftogram 
OommonToxiclQf Criteria, VerslonlO 
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Grade 

Adrern Evsit 1 

Visloimighl bllnanaas 
(nyctalopia 

nonnal ahKnnal el«(tro- 
retihogr^hybuf 
suymptomatic 

symptomatic and 
interftririgiiillii 
fiinctioributnot 
ifiterfftringwHh 
acflviUes of.daily IMiij; 

symptomatic and 
interfering with 
activities ofdaily living 

Vision-pliotophobia normal synlptomatic arid 
intarftfingwith 
tmctiort but liot 
interfering with 
activities 6f dally living 

symptomatic and 
inteiTa-lngwith 
activities of daily living 

OcuteATstial - Other normal: 
(Specify, ) 

inoderate ^iuiltateral or.bilateral 
loss of vision 
(blindness) 

BAIN 
Abdominal pain or aamping    norie mild pain not interfering    moderate pain: pain cr 

wtthflmctlon analgesics Irterfa-'ing 
with lim(S6iii:bUt not 
interfering with 
activities ofdaily living 

severe pain; lain or 
analgesics severely 
interfertagwith 
attivities ofdaily living 

dialing 

Aithralgia 
(joint pain) 

mild pain not interfering    moderate paiii:pairi<r severe jialh: pain or 
with itaction analgesics iitetfaritig atialgeslcs severely 

with (imctibn, but n« iritwffflngwith 
iilerferingwitii activities of dally living 
activities of dally living 

disabling 

Arthritis (joint pain with clinical signs of inflammation) is graded in fte lyUiSCULOgKELETAL category. 

Bone pain mild pain not intefering    moderate pain: pain or severe pain: pain or 
withftncHon analgesics irterfffjng analgesics severely 

withJaiciionibuthbt iriterferirigivfth 
interring wiiii activities of dally living 
aaivities ofdaily living 

disabling 

Qiestpain 
(non-cardiac and non- 
pleuritlc) 

mild pain not into-fering 
with itoction 

moderate pain: pain (r 
analgesics irterfering 
with flmction,- but not 
interfering wi* 
aitlvttles of dally living 

severe pain: pain or 
anal gesics severely 
interfering with 
activities ofdaily living 

disabling 

Dysmenoirhea mild pain not Intirfellng 
with fttriction 

moderate pain' pairi or 
analgesics irterfering 
with (Unction, but not 
Ihterferingwiih 
activities of daily living 

severe pain: pairi or 
analgesics severely 
intSfferingwith 
activities of daily living 

disabling 

Dy^areunia nilldpain not Irtarferiiig 
With ftmctiori 

moderate paJn 
interfering with seioaaV 
actlvi^ 

severe pain preventing 
sexual activity 

Dysuria is grach d in ths RENAt/GENITOURlNARy category. 

Earache (otalgia) mildpain notinterferlng 
with flinctlon 

^inbderate pain: pain it 
analgesics iiterfering 
with (Imcaioii'but not 
interfering with 
atilvitles of daily living 

severe pain: path'br 
anjilgesics sevewly 
Interfering with- 
activities ofdaily living 

dialing 

Headache mild pain liot intarferlhg 
with itoction 

moderate pairi: pain or 
analgesics irterfering 
witiiilinction. Tint liot 
interfering with 
aitivlfles of dally living 

severe pain: pain br: 
analgesics severely 
int erferirig with 
activities of daily living 

Cane* Ther^y Evaluation ftograid 
Common Toxlcity Criteria, Version 2;0 
DCtD,Na,MH,bHHS March 1W8, 

Revised March 23, 1W8 
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Grade 

Actvo-st Evot 

Hepatic pain mild patnnot interfering: 
with lUnction 

inpderate pain:, pain: cr 
anailgesiu lii<^erliig 
with ftmotion; but not 
taterftringwilh 
activities of dally living 

severe pain:,pain or 
analgesics severely 
Ktefferingwith 
activities of dally living 

disabling 

Myalgia 
(moiclepalii 

mild pain not interfering 
With ftindtlon 

moderate pain: palncr 
analgesics Werferlng 
with.llinCtion,bi»nbt 
Interferirigwith 
aCtlvlHes of dally Ityitig 

severe paiii:p^ or 
analgesics severely 
interfa-lngwith 
activities of daily living 

disabling 

Neuropattilcpain 
<e.g, jaw pain, neurologic 
pain, phantom ibnb pain, 
post-hfectiouS neuralgia, or 
palnltal neurcpathie^ 

mild pain not interfering 
with function 

moderate pain: pain or 
analgesics irteff^lng 
wih fcnotlon, but not 

; ititetfeflng with 
activities of dally living 

severe pain: pain or 
analgesics severely 
interfffingwith 
activities ofdallyllying 

disabling 

Jain due to radiation mlldpsJnnot irtafering 
■^ittiiiinotion 

moderate pain: paln.or 
analgesics interfering 
-wKiJincHon,bMti)ot 
•intetfttiBgwitti' 
.acttvtttesofdai^Itvltig 

severe pain: psun or 
analgesics severely 
Interfering with 
aettvitte of dally living 

disabling 

Pelvic pain mild pain not inta-fering 
with function 

moderate pain: pain tr 
analgesics Irterfa-lng 
with function, but not 
liierferirigwlth 
activities of dally llvlrig 

severe pain: pain or 
analgesics severely 
interfffhgwith 
activities of daily living 

disabling 

Pleuritic pain mild pairi not Interfering 
with function 

moderate pain: pain or 
analgesics irterferlng 
with Buictlon, but not 
iriterferingwith 
activities of dally living 

severe pain: pain or 
analgesics severely 
Inteifa-ingwith 
activities of daily living 

disabling 

Rectal or perirectal pain 
(proctalgia^ 

mild pail) not inta-fering 
with lunotion 

moderate pain: pain cr 
analgesics iiterfaing 
with function, but not 
interferirigwith 
activities of daljyltvlrig 

severe pain: pain, or 
analgesics severely 
iiiterferirigwlth 
aotlviles of dally llvlrig 

disabling 

Tumor pain 
(onset or exacfftation of 
tumor pain due to treatmerit) 

mild pain not Intafering 
with ftrictlon 

moderate pain: pain or 
analgesics interfering 
With function, but net 
Interfering wllh 
activities of dal^y living 

severe pain: pain or 
analgesics severely 
interfaingwith 
activities of dally living 

disabling 

Tumor flare is graded In the SYNDROME category^ 

:Pain -Oiha none 
/Spedfvj 1 

moderate disabling 

PULMONARY 

Adalt.Re;^iratoryDistress       absent 
Syndrcime (ARDS) 

present 

V^nea preseit .requiring Intubation 

Canci Therapy Evaluation Prograiii 
CcimnonToxicity Criteria, Verslon2,0 
DCfD,Na,NlH,DHHS Mardh 1W8 
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Adro-w Evot 

Caibon monoxide difflisioi 
edacity (D Leo) 

S90%of 
{tetre^ment or 
i»rmaJ Value 

CDii^ absent 

Dy^nea 
(shortness of breath) 

FEV, £90%or 
pretreatment or 
normai value 

BiccoQghs(hloa;>s, 
singultus) 

Bypoxia nonna] 

Fleural eftuslon 
(non-malignait) 

Pleuritic pain is graded in the PAIN category. 

Pneumonitis^ulmonaiy 
Inflltrates 

{timmothorax 

CfG Version 2.0 
Publish bate: April 36,1999 

O'adt 

3 

a75-<90%of 
prefreatmeit or normal 
valiie 

»0-<75%or 
pretreatMetit ornormial 
viliie 

£25 -<50% or 
pretreatment or nonnal 
value 

<25:%ofp-elreatment 
ornormal value 

mil4 relieved bynon- 
presoiption medication 

requiring narcotic 
ariltussive 

severe cough or 
coughing spasmA 
jiooriy'conlrolfed or 
uiirespaisive to 
tireatzQent 

^spnea on exertion dy^mea at ncrmal -level 
of activity 

dy^nea at rejt or 
leijurlngventjlatcr 
aipport 

£75-<M%0f 
pretreaimert ornormal 
value 

£50-<75%or 
Fretreatmeit or normal 
value 

225-550% or 
pretreatment or noimal 
value: 

<25%6r:pretrealment 
or normal ViUue 

mil4 not requiring 
treatmerit 

mdderate, requiring severe prolonged and 
Ireatmea retactorytotreitmeit 

decreased Oj saturation 
with exerdae 

decreased Dj saturation 
atrft^ requiring; 
supplemental oxygen 

dea^a^d O2 saturation 
re ^liring pressure 
sqjport (CPAP) a- 
assisted vertilati on 

asymptomatic and iiot 
reqtsirlnetreatinent 

symptomatic, requiring 
diuretics 

symptomatic, requiring 
02dr.ther^(ratic 
thoracentesis 

life-^eatening (e.g., 
re 9iirlhg intubatioi$ 

radiographlc changes 
but asymptomatic or 
symptoms not requiring 
steroids 

radiogr^ic changes radiographic changes radiogr^hlc changes 
andrequlringsteroids or and reqiiWng oxygen andreqiiringassisted 
diuretics ventilation 

noiritervertionrequired     chest tube required sclerosis or surgery 
reipired 

life-ttireatenihg 

PulmoiBiy enibolism |s graded asThrombosls/einbolism In the CJARDlOVASCillAR ((JENERAL) category. 

none Pulmonary fibrosls radlografhic change^ 
but asymptomatic or 
symptoms not requiring 
steroids 

requiring steixiids or 
dluretios 

requiring oxygen requiring assisted 
ventilation 

Note: Radiation«lated pulmonary flbrosis is graded in the RTOG/EORTC Late Radiation iMorbldity Scoring Sdieme-Lung. (See Appendix rV)  

persistent'hoarseness, whispered speech, not marked dy^nea/stridor 
^tatabietovccaiize'; ableto vocaIfc»;may reqpirlngtracheostomy 
mayhavemildto have liiarked edema orlnubatlon 
modertte edema 

Voice changes/stridor/larynx    normal 
<e.g., hoarseness, loss of 
voice, laryngitis) 

mild a intermittent 
hoarseness 

Notes: Cough torn radiation is graded as cough in the PULMONARY category. 

Radiation-related hemeptysls from larynx/pharynx Is graded as Grade 4 Muoosltis due to radiation in the GASTROINTESTINAL category. Radiation- 
relate d hemoptysis from the ftioraolc cavity is padedas Grade 4 Bemoptyas In flie HEMORRHAGE category  

Pulmonaiy-Other                  mne                        mild                              moderate                        severe life-threatening or 
(Speciijr. _)        ^m 

Cancer Ttierspy Evaluation Program 
Common Toxlclty Criteria, Version 2.0 
DCtt),iJa,NIH,DHHS Marih 1W8 
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Advo-se Brat                        0 

aade 

1                                   2 3 4 

RENAL/GENITOURINARY 
Bladder 9iaans                      absent mild symptoms, ncit 

requirfcg intervention 
symptoms re (jjlring severe symptoms 

requiring narcotic 
- 

aeaaiilne                             WML                       >ULN-i.SxULN 

Noie:A(Siiist to age-appropHaie levels for pedUlrlc patients. 

>1.5-3SxUt.N >%a\-H,i)KVtti >«.0xOLN 

DysGTia                                i»ne 
(paintil urination) 

mild symptoms 
reguiringbo 
Jiterveition 

symptoms relieved with 
flier^y 

symptoms not relieved 
de^ite therapy 

FistuliorGUfldola               none 
(e.g., vagtoal, veslcovagtaal) 

- - requiring intervention re qoirlng surgery 

Hcmo^oblnirla                     - present - - - 
Hematuria(lnfteabsenoeorvaelnalbleedlnB)liB-adedintheHEMOKS.HAGEateg(Ty.                                                                                                   1 

Incontinence                          none with coughing 
sneezing, eta 

Cutaneous, some 
cijnirol 

no control (in the 
absence of flstul!^ 

- 

OpB-atlve injury to bladder       none 
antfor ureter 

injury of bladda-with 
jjrimaryr^air 

sq>sl^ fistula, or 
obstruction requiring 
secondary surga-y; loss 
of one ki*ey; li^y 
reqiilring anastomosis 
orre-lmplaitation 

septic obstruction of 
botti kidneys or 

requiring diversion' 

Proteimrii                            normaloKO.lS         1+w 0.15-1.0 ga4         2+to3+or 1.0-3.5          4+or>3.5ga'(hours 
^4 hours                 hours                               804 hours 

Note; If ttiere is an inconsistency between absolute yaJue and dij sB* reading, use Ihe absolute wlue for gracStig. 

nephrotic syndrome 

. Renal fillure                         none - ' regiiirlng dialysis, but 
reversible 

Mijjiring dialysis and 
irreversible 

Ureteral ot«truction                nolle unilateral, not reqairlng 
surgeiy 

- bilateral, not reqiilring 
surgery 

stent Bephroatomy 
tube, or sui-gery 

Urinary eleciroljte wasting      none                        a^^ptomatic,not 
(e.g., Fancenl'B «n*ome,                                      requiring treatment 
renal tubular acidosls) 

Also considff Aoldosi^ Blcarbonatei Hypocalcemla, Bypcpho^ilatemk 

mild, reversible and 
manageable wilh oral 
replacement 

reversible but reipirlng 
IV repiacemert 

irreversible, requiring 
contirued replacement 

Urinary Sequenig'/urgency      normal increase in Iteciuency or 
noctar!av5)to2x 
nonnal 

Increased xnoraial 
bat <honrly 

hourly <r more with 
urgenig', ttrequiring 
csithfiter 

Uriiuryretertion                    normal Iwsltaiicy or dribblinfe 
but no slgnificait 
residiiai urlhe;Taention: 
occurring cbring the: 
Immediate 
postoperative period 

hssltancyreqiiirlne 
medlcatiotlbr , 
occasioial in/out 
ratheterlzation (<4 x per 
week), «ip='ative 
bladder atony requiring 
indwelUngcattieter 
beySnd immediate 
postopersiive period b\St 
for<« weeks 

reipiring frequent 
In/out catheterizatt oil 
^4 X per week) or 
urolbgicaj ItiteiveiitiOii 
(e,g., TURP, siyrqiubic 
tube, uretlrotomj5 

>laaderri5)tui'e 

Cancff Ther^y Evaluation Program 
Common toxicity Criteria, Version 2.0 
DCrD,Nd,NlH,DHHS Mar* IWS 
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Adva-seEVent                      9 1                                               :? 3 4 

Urine oolor change                 normal 
(not related to other dietary 
or physiologic cause e.g.» 
blUrabln, craioentratedurtu 
hemalurlsO 

a^nnptomatio, change 
inurlne color 

VaginalbleedlngligradxilntheHEMbRRHAGBcategory                                                                | 

Vaglnltii                            i»ne 
(hot due to infectioiQ 

miitl not requiring 
treatment 

moderate, relieved with 
treatlneit 

severe not relieved 
n(iaitreatment,:or 
ulcer^on hot re galting 
surgery 

ulcerationrequirtog 
surgery 

RenaJ/Genltourlnary - Other     none 
rspecifv,                 'I 

mild moderate severe life-threatening or 
disabling 

SECONDARY MALIGNANCY 

Seconctoy Malignancy-          i»ne 
Other 
(Speciiy^ipA,        ;...„.) 
exclades metastasis torn 
initial primary 

presert 

SEXUAL/REPRODUCTIVE FUNCTION 
Dy^areunii is graded in the PAIN category. 

Dysmenonhea Is ffadti in the PAIN category. 

Becaie impotence                  normal mild (erections 
Impaired but 
satUteory) 

moderati (erections 
Impaired, unsatisfactory 
for BtercOtti-se) 

no erections ■ 

Female sterility                      "o™^. - - sterile - 
Feminlzationofiiiale is graded in the ENDOCMNE category.                                                   | 

Iiregular menses                    normal 
(diange from baseline) 

occasionally in:«giilar cr 
leng&iehed tnter^ but 
cohtteuiiigmenstnkl 
cycles 

very inegiilar, but 
continuing mffistiual 
:<^cles 

persistent amenonhea 

libido                                  normal decrease Ininterest sevff e loss of iiiterest - 
Male InfTtlllty - bligo^smla 

(low sperm count) 
azoospermia 
(noi|Jerm) 

- 

Mascolinilalion of female is graded In the ENDQCRINfe categoiy,                                                                                                                                            1 

Vaginal dryness                       normal mild requiring treatment 
and/or interfering with 
sofual nmctloii 
•(Jispareunia 

iSemal/Reprodictive               none 
Function-Other 

YSpecift,                 ^ 

mild moderate severe disabling 

SYNDROMES (riot included in previous categories) 

Acute vascular leak syndromeis graded in the CARPIOVASCULAK (GENERAL) categojy. 

ARDS (Adult Re^lratory Distress Syndrome) U graded in:8ie PULMONARY category 

Cancff Ther^y Evaluation Program 
Common Toxiclty Criteria, Version 2.0 
DCfD,Na,NlH,DHHS Mar* 1998 
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Adverse Evot 

C^ide 

Aiiotamune wacttons ar« graded h tti« ALLpEGY/IMMUNOtOGT category, 

DlCfdksemhated Wravascolar coagulatibn) Is graded talhe-CXIAGULATJONcateBory, 

Fanconi's syndrom e li graded as Urinary eleOrolyte wasting in ihe RENAL/GENITOURINARY category 

Renal tubular acidosis is graded as Urinary electrolyte wasting in ihe RENAI/GENITOURIWARY category. 

Stevens Johnson syndrbme (ffl-yHiana inultiforirie) is graded in the DERMATOLOGY^SlcrN: category. 

SIADH (syndrome oflnapiroprlale aitidiureficlitrmone) Is graided in the ENDOCRINE category, 

Timor flare 

Thrombotic mlcrOan0opathy(e.g., ttromtotlcth-offibocstopenicpnipuranTf brhem61ytloijemic3yn(froiBe/HUg)fe 

noiie miidpainnotinta-ferlng    tnoderate'pain; pairi tr severe pain; pairi or Disabling 
with iiiiction analgesics irterfering analgesics interfering 

with ibnction, but not with tenotibn and 
itrferferihgwilh inierfa-ingwith 
activities of daily living activities of dally living 

Also consldir Hypercaloemia. 

Note: Tumor flare Is diaracta-lzed by a constellation of sytoptomi and igns in direct relation to Iriitiaflai of ther^iy (e.g., ajitl-estrogens/androgens or additional 
htrmones). The symptoms/sighs include tumor pah, Innammatlon of visible tumor, hypercalcemJa, diMse bone pain, aiid olher electrolite disturbances. 

Tumor lysis syndrom e abserit 

Also conSidff Hypeikalemla, Crealinine. 

preseit 

Iftlnary eledroljte wastin6(e.g., Fanconl's 5Ti*ome, renal tubular acidosis) is graded in the RENAL/GENITOURINARY categSry. 

moderate severe Syn(tomes - Other 
(Specify, ) 

mild life-threatening or 
disabling 

CancflT Therapy Evaluation ftogram 
CommonToxiclty Criteria, VersionZ.O 
DCrrD,Nei,MH,DHHS March 1W8 
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Appendix! 

Adverse Event Modulis 

To be in5)leiDented at the request of the study sponsor or piincipai investigator in the protocol or by protocol 
amendinent when more detailed informatibn is considered pertiiient. 

Adverse Event: Date of Treaiment: CourseNumber: 

Date of onset: 

Date of first diange in grade: 

Date of next change in grade: 

Date of next chalge in grade: 

Date of nextchaige in grade: 

Date of next chaiige in grade: 

Date of nextclMige in grade: 

Did adverse evsrit resolve? 
If so, date of resolution of adverse event: 

Date of last observation (if prior to 
recovery): 

RBason(s) observations stepped (if pri(K 
to recovery): 

Was p^ient retreated? 
If yes, was treatmerd delayed for 
recovery? 
Date of next Ireatmait? 

Dose reduced for next tre^moit? 

Orade at onset: 

Grade: 

Grade: 

Grade: 

Grade: 

Grade: 

Grade: 

Yes No 

Yes No 

Yes No 

Yes No 

Additional Comments: 

If module is being activated for new adverse event not cnirehtly iri CTC, please provide defmitiaisfo: advase event grading: 

Grade 0 =   .—_ ——, , ——• 

Grade 1- , . . ^ ■ 

Grade '2 = , .,  

Grade 3 = ^ ^ :  

Grade4 =       ■■ ■    ■■■■   ■ ■■ - -■ ■■■ ^...._—■■■   ■-■■■■■ ■■■-■■■■■■■ - ■  

Cancer Therapy Evaluatioii Hogwn 
Conmionf oxlcity Crltwla, V«rsl,on2.0 
DCfD,Na,NIH,DHHS March IWS 
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Appendixli 

Infection Module 

To be irEplMuented at the request of the study sponsor or principal investigator in the protocol or by protocol 
amendmrait wheii loore detailed information is considered pertinent. 

1. Use the Common Toxicity Criteria definitions to grade the severity of the infection. 

2. Specify type of infection frorii the following (CHOOSE ONE); 

BACTERIAL FUNGAL PROTOZOAL VIRAL UNKNOWN 

3. Specify site of infection from the following (CHOOSE ALL THAT APPLY): 

BLOOD CULTURE POSlTl\^ 
BONE INFECTION 
CATHETER (intravenous) 
CATHETER (intravenous), tuimelinfection 
CENTRAL NERVOUS SYStM INFECTION 
EAR INFECTION 
EYE INFECTION 
GASTROINTESTINAL INFECTION 
ORAL INFECTION 
PNEUMONIA 
SKIN INFECTION 
UPPER RESPIRATORY INFECTION 
URINARY TRACT INFECTION 
VAGINAL INFECTION 
INFECTION, not otherwise specified (Specify site, :) 

4. Specify organism, if known: :. 

5. Prophylactic antibiotic, miti&ngal, or antiviral therapy administration 

Yes         No  

If prophylaxis was given prior to infection, please specify below: 

Antibiotic prophjdaxis  

Antiftingal prophylaxis 

Antiviral prophylaxis _ 

Other prophylaxis   

CanciTherapy.EvaJiMtionProgrsan '2<> ReVUedHarcK23,1998 
Common Toxlclty Criteria, VersIoniO 
DCtD,Nd,NIH,bHHS Marth 1998 
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Appendix HI 

Perfdfihance Status Scales/Scores 

PERFORMANCE STATUS CRITERIA 
KarncfsfyaniLsnskypeiprir^ancB^ressrehkndad'labe 

1                EC6G(Zubr(xQ Kamofsky L«|nsl<y*                          1 

Score Description Score Descrlptloh Score DescrlpHpn 

•':■*■■' 

^Fuliy aiaive, abieto.carry on :: 
■all p'rerdissaseperfoitriarlcfe v 

100 Ncrrrial.'liid'cbtiiplaifilS,- ri^Sri 
e\fldende:of iJiseasS: ■ ,■ J: '^ 

100 Hjlly;aftfive::ri6rmal;; ■:: 

90 Sbletci calty:6rt:Kdrrriar: ■ 
abtivity;:rtiindr :sigrB lor'^::': 
:si#ipms: Df dise^K-■■ 

90 MinpfTestricftpns-ln::physicallsJ; ■ 
:SfenDpuS activity: y;:, -i.:;;!.   :   ^^.'il 

1 

Restricted in;:pfiysioally 
strenuous activity but 
ambulatory and able to carry 
out work of a light or 
sedentary nature, e.g., light 
houseworK, office work. 

80 Nornial activity with effort; 
some signs or symptoms of 
disease. 

80 Active,ibuttires moi^e quieldy 

70 Cares for self, unable to carry' 
on normal, activity or do active 
work. 

7:0 Both greater restriction of and less time 
spentjn play activity. 

■yM.:- 

Ambulatory and ciabi.e df all' 
selfcarS'tJut unable to barry;: i;^ 
oik anywork activities:: ;llp-;:; 
and about mdre than SijK'Of 
y*inghajfs:-;;.;; :^ 

■:'MV, fiequres:o6casidhil ^; -; 
BssiftaTceibutisaBletDoare : 
:fpf itipst^brhlsytier-riSeds:. ■ 

■i-Mv' :UiD:aridarourid:' but nHiiTirtial: active pla^^ j 
ikeeps btisy with quieter aiiyilies,: '. 

•■■'*0.°;: :Redu'''es ■cprisideraSle:;' i ■ 
assldBnoearidfrequenl  : :, 
'SediCatotfSl-J; 4; ijV:;:,.::^ :.:;:?^ 

t/rSO'::;; Sets dSsed,liiti6sSdijnd much of ; 
theday:nbaa?ve.play;aBletd      - 
partictpaeirt all quiet play arid ■ 
'activities:-  -:■.■,■'■: ::-::..^-:..,■ 

3 
Capable of only Bmited 
selfcare, confined lo.bed or 
chair more than 50% of 
waking hours. 

40 Disabled, requires speiaal care 
and assistance. 

40 Mostly in bPd; participates in quiet 
activities. 

30 Severely disabled, 
hospilalization indicated. 
Death not immiheril. 

30 In bed; needs assistance even for quiet 
play. 

f.: ^{' 
fcompieteiydisaBted^^Cannol^ 
carry qn:anyselfca'e::toias 
oonlinedto bedor:iJiair:::  lii: :J: 

20 Verysii*:ihdS[Stalizaionlr:i|ii{ 
indtosited.;:tidat);riaiWiTJiWei^^; 

20 iOfiern^ieepinlEplay.entireiy l|i#edtd   i 
^efyip^siy^'activiUes:/■;;;:;: :S^ 

10 Mo(:iiurid;fatal:pwess&-'||i.!j 
.iprcsressirigTapiay.,: ::^:: V: :-M 

10 :NPp|air3ddeS'indt:igk;CiUt-pf tied;   ::::;:;:: 

The conversion Of the Lansky to ECOG scales is iritaidedforNCI reporting purposes only. 

Cancff therapy Evaluation Program 
ConmionToxlclty Crittria, y«ralon2.0 
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Appendix IV 

RTOGffiORTC Late Radiation Morbidity Scoring Scheme 

Use for adverse event o cciirrihg greater than 90 days after radiation therapy; 

Grade 

Aara-ireEva* « 1 2 3 4 

Bladder- No change torn Slight q>lthillal Modffate fre^Shcy/ Severe tegueniy and Necrosis/contracted 
Latt RT M orbldlty Scoring baseline alrdphy/mlnor generalized dysuria/severe .bladda-(capaclty.<100 

telaiiglectasia telangiectasla/ gener^ized: mL)/severe 
(miffoscopic hefflattWa) intermittent 

mju^ccplc hettiaturia 
telangiectasla (often 
Vrtthpetechlae); 
frequent hematuria; 
rediction liibladder 
cspacity(<150mL) 

hemorrhaglc cystitis 

Bom- Ko change Ifom Asymptomatic; no Moderate pain or Severe pain cr Necrosis^ 
Lale RT Morbidity Scoring baseline growtti retardation; tenderness; growth tenderness; coniplete ^ontaneoos fracture 

redaoedbone densiCf retardation; iiregular 
bone sclerosis 

amist of bone growth; 
densebche sclerosis' 

Brain- No change Horn Mild headache; sliglt Moda-alehsadaohe; Severe lieadaches; Seizures or paralysis; 
Late RT Morbidity Scoring baseline leteargy great lethargy severe CNS djsfunctlon 

ftiaitlal loss of power or 
dysklnesia) 

coma 

Esoplagus- No change from Mild flbrosls; sllgjit Unalile to take solid Severe iSbrosis; able to Necrosis/ 
Late RT Moibldlty Scoring baseline difliculty in swallbwing foodncrinally; swallow only liquids; perforation; fistula 

solids; no pain on swaJlowlhgSemi.solld mayhavepainoh 
swallowing food; dilation may be 

Indicated 
swallowing; dilation 
reQ^lred 

Eye- -No'change from Asymptomatic cataralct; .Symptomatic cataraa; SevffelceratltiS; severe Panophthataitis; 
Late RT MoibidityScoring l»sellne minor cornea] moderate corheal retinbpathy or blliidhess 

ulceratloh or kffatttis iilceralicn;nilnx 
retincpathy or.glaucoBia 

detachmerit; severe 
glaucoma 

Beart- No change from Asymptomatic or mild Moderate angina on Tamponade/severe heart 

LiateRTMotbldity Scoring baseline' syiflptoms; trahsieril T e^brt; mild peric^dtis; perlcardial effusion; ailurc/severe 
wave iiiva-slon and ST norinalhffiutsi2s; cbnarittlve pericarditis; constrictlve p (ricirditis 
changes; sinus persistent abnonnalT moderate heart ftilure; 
tachycsirdia>110,(at wave and ST change^ cardiac enlargemert; 
rest) loWQRS EiCG abnormalities 

Joiit- Nocliange from Mild Joint stiffiieffl; Moderate stlflhess; Severejolntstiffiiess; Necrosis/complete 
LateRT MoibidityScoring baseline sliglt llmttatlon of intennittent or moderate pain wiih severe fixation 

movemwt Joint pain; moderate 
liiQ itati on oT m ove m ent 

iiniltation of movement 

Kidney- No change from Transient albumlnurla; Perslateiit moderate Severe' albumirurla; Malignant hypertension; 
Late RTMorbldlty Scoring baseline no hypertension; mild alb^mi^]riap-^);mild severe hypertension; uremic coma/urea 

impairmentofrenal hyp ertenslon;no related persist eiitanemla<<10 >100% 
ll]nction;iiea25-35 ACMmia; moderate g%);severe renal 
mg%; creatlninB 1.5- ImpaliiQeht of renal Mure; tirea>60; mg%; 
2.0mg%; a-eadiiine Jmotlon; i]rea>36 - 60 areaflhlne>4mg%; 
clearance >7 5% mg%; creatinine 

<iiearmce>5P-74% 
creatinine clearance 
<5b,% 

Larynx- No change from Hoarseness; sUgJt ModffBtearyterioldi Severe edema; severe Necrosis 
Late RT Morbidity Scoring baseline aiytenoid edema edema; chchikltls choniHtis 

Canca- Theiapy Evaliaiibn Program 
Common Toxici^' Criteria, Version 2.0 
DCTb,Na,NIH,DHHS March IW8 

Revised March 23,1»8 
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Appendix IV (continued) 

RTOG/EORTC Late Radiation Morbidity Scoring Scheme 

Use for adverse event occiirriiig greater than 90 days after radiation therapy. 

AaverseEyB* « 

Grade 

1                                  2 3 4 

Over- 
Late RTMotbidlty Scoring 

No change ftorn 
baieline 

Mild lassitude; riaasea;      Moderateiytnptoms; 
dyspfjJiiajsii^iy           soiie abnomial iiv* 
atncrmal Itvef fUrtctlon     imdiontestijseram 

albumin nttifial 

DisailMg hepatic 
InSifficiency; liver 
tunotion tests grossly 
abnomiatlow aibliiiln; 
edema or ascitti 

NeCTosis/hepatic coma 
orercephalopaihy 

Lung- 
Late RT Morbidity Scoring 

No change fl-ottt 
baaeline 

Ajsymptomalii: or mild      Moda-ate symptomatic 
symptoms (dry cough);      fibrosls or pneumonltis 
sligttradlogj^ac           (severe ccugl^; low 
ajppearmces                    igratle'fev*; pataiy 

tadiographic 
^earances 

Severe syniptomatid 
nirosis or pneumonltis; 
denseradiogr^Wc 
changes 

Severe re^irattry 
insufflcierxjy/ 
conanuous Oj/asslsted 
yehtilatidh 

Mucous membrane- 
Late RtMoibidity Scoring 

No change from 
baieline 

Slight airophy and           Modarafe atrophy and 
diyness                          telangiectasia; little 

muais 

Marked atrophy wift 
cotiiplete dryness; 
severe telangiectasia 

lilceration 

Salivary glarels- 
Late RTMorbldlty Scoring 

No change Bum 
baieline 

Sli^t *yness or            . Moderate iyriess of 
moulh; good re;^on3e       moulh; peer refuse 
on stimulation                 on stiinulatioii 

Complete dryness of 
mouQi; no response on 
stimulation 

Fibrosls 

Skin- 
Late RT Morbidity Scoring 

No change from 
baseline 

Slight airophy,                 Wchyalrophy; 
pigmehiation change;        itioderate telangiectasia; 
some hair loss                total hair loss 

Mariced atrophy, gross 
telahgiectasia 

Ulceration 

Small/Large iiitestine- 
Late RT Morbidity Scoring 

No (jiange from 
baseline 

Mild dlaiifhea; mild          Moderate dian-hea and 
cramping; bowel              colic; bowel movement 
movemmt5xdally;         >5 x daily; excessive 
slight rectal discharge       rectal mucus cr 
or bleeding                     Interinittetit bleedirig 

Obstractien or bleedirig, 
recplringsiirgery 

Necrosis/perforatiori 
fistula 

SpinicCTd- 
Late RT Morbidity Scoring 

No change from 
baseline 

Mild Lhermltte'i              Sevsre Lhaiitte's 
sjn*ome                       syndrome 

Objective neurological 
findings at or below 
cord level treatrnaK 

Mono-, para-. 

Subcutaneous tissae- 
UteRTMorbidity Scoring 

No change from 
baMlitie 

SUght induration              Modffate ItbroslslMt 
(f&rosl^andlossof         agnmptomatlc; slight 
sub cutaneous ftt              fleldconlracture;>ilO% 

liiear reduction' 

Sevo-e induration and 
loss ijf subcrtaneous 
tiisUe; Held conlracture 
>lp%]ihear 
measuretnerit 

Necrosis 

Radiation-Other 
rsper.lfv.                 ^ 

None Mild.                             Modtrate Severe Life-ttre&errlng or 
disabling 

Canc«r Therspy Evaluatlon5rogram 
CommonToxicity Criteria, Version 2.0 
DCTD.Na.NJH, DHHS Mar* 19Si8 
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Appendix V 

BMT'-Speci&c Adverse fivents 

Smmnaiy of BMT-Specific Adverse Events that rpay be used if speciFied by the protocol. These differ 
from the standard CTC and may be tnore relevant to the transplant setting. They are listed here for the 
convenience of investigators writing transplant protocols, They are also included in the GTC dociunent. 

AAraaivaat « 
a-ade 

1                             i 3 4. 

Bllirubin associated with 
gran yams host disease for 

BlfT studies. 

rK>rttial a2.,<3me^lbCimL 2J-<«nsg/100mt 26-<15mg^l00mL 215mg/iPPmL 

: Dianhea associated with 
^raft versus host disease 
:(GVHD) for BMT studies. 

none >500-SlOOOmL of 
diarrhea/day 

>!000-S1500iiiLof 
diairhea/day 

>i500mL of 
diarrhea/day 

severe abdominal pain 
witti or without ileds 

DiarrheafSrpediatric Em 
studies. 

>5-^0ra.Aig<!r 
dtarrhea/dtcf 

>J0-^5mIAgo/ 
MiarrheaM^ diairheoMxi' 

- 

Hepatic oilargement absent ■ ■ 
presert - 

Leukocjtesffotal WBC) for 
BMT studies 

WNL 22.P-<3.pXltf'/L 
22000-<3000toitn' 

21.P-<2.0xlO'/L 
21000 -<2000Aimi' 

20.5-< 1.0 xlCf/L 
25p0-<1000/mni' 

<P.5xlO'/L 
<50P.ftiiin' 

LetOcocftes (total WBQfor 

age. race EuidseciwriKtl 
values). 

2:75-<100%U.W 150-<75'AILN i2i-5KilLN <25%LLN 

tynpMpenldfor pediatrtc 
BUTstudies fusiiigage., 
racemiseinoniiaivalaes). 

mm' £7}-<10imjJf !S0-<75f6LW Si5-<50%LLN <25'MI.N 

Neufrophils/^anulocjtes 
(ANaAGC) fcr BMT 
studies. 

WNL 2l.O-<1.5xlO'/L 
21000-<1500tefll' 

2D.5-<1.0xl6'/L 
2500-<10b0tam' 

20.1-<P,5xlP?/L 
2 IPO - <500/mih' 

<P.ixlO'/L 
<lJO0tam' 

Platelets for BMT studies. ■WNL 250.0-<75.0x 10'/L 
250,000-<i75,060/mm' 

220.0-<50:0x 10'/L 
i2Pib0O-<5p,O00Ami' 

21P.P-<20.PxlO'/L 
S:lp,PPP-<2PjPP0/mni' 

<10.0x lO'/L 
<10,POO/mm' 

Rash/dermatitis associated 
with high-dose 
chetnotherapy or BMT 
studies. 

iBtie feint aythema or dry 
desquamatlon 

moderate to brisk 
sylhema or apatchy 
moist desquamatipn; 
mostly coiiilned to skin 
folds and creases; 
moderate edema 

confluenl:moist 
desqaamatiorv 21.5 cm 
diameter,: not cortFined 
to ikin folds; pitting 
edema. 

skinneo-osisor 
ulceratlonof fill! 
thickness doinLs; may 
include spontaneous 
bleeding not Induced by 
niliiortravmior 
abrasion 

Ra^desifiamatlon 
associate d with graft versus 

-host disease (GVHD) for 
BMT studies 

tuiie macular or papular 
eraption w erythema 
c<Svfflilg <35% of body 
surftice area without 
associated symptoms 

maoular or p^tilar 
•iqption or erythema 
with pruritus of other 
associated symptoms 
oo-y<riiig225-<5P%pf 

ibodysiirfece or 
localized desqaamatibh 
or other lesions 
C0verin8:225-<:50%of 
bodJ^snrfSceaiea 

symptomatic 
generalized 
^jthroderma or 
symptomatic maculaf/ 
p^ular or vesicular 
eraption with bullous 
fonhatlon, or 
desquamatlon covering 
25b!tofbodysurtiice 
area. 

gerlerallzed CKfollative 
demiatitis or ulceratWe 
dennatitisorbulloas 
teriiiaiori 

CaiKff Therapy Evaluation Program 
CommonToxiolty Criteria, Version 2.0 
DCTD.Na,MH,DHHS  Mar* 1W8 

Revised March 23,1998 
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Appendix V (Continued) 

BMT-Specific Adverse Events 

Summary of BMT-Specific Adverse Events that may be used if specified by the protocol. These differ 
from the standard GTC and may be HBf e rele\^t tp the ttansplaiit setting. They are Ksted here for the 
convenience of investigators writing transplant protocols. They are also included in the CTC document. 

Grade 

AiJnr«tE»a* « 1 2 3 4: 

Stomatltis^phaiyngitia none painless ulcer:!, painful eryihemi. painful eryttiema. seyereulceration 

(oral^Jharjhgeil mueosKl^ erySiema,(imild edema of ulcais tat can edeina» cr:ulc6rs requiring prophylactic 

for BMT studies. s<reness:inthe absence swallow prsfventlngswall owing intubation or resulting 
ofleslons or requiring hydratiori 

or patenteral (or enteral) 
nufritional support 

Indocumerited 
a?iiratibiipneumpiia 

Transfusion: Platelets for none 1 platelet transSisioh in 2 platelet transflislom In 23 platelet transfusions platelet transfusions and 

BMT studiei 24 hours 24 hours In24tours other m easures required 
to improve platelet 
iricremert; platelet 
transfusion 
relfactorlness associated 
s»lthlife-«ireaimlng 
Weeding. Ce.g., HIA or 
cross mati^ed platelet 
transfusions) 

Transfusion: pRBCs for none S2npRBein24 hours 3ilpRBCin24hoils £4upRBCln24hours hemorrhage or 

BKJT studies electiye or planned elective or planned heiholjBlsassoctaled 
wlttilire-teeataiing 
anemia; medical 
intefvaitlonrequiredto 
:iinproveheino^ot)in 

. Tnmsfttsion: pMCsfor none £lSmIAgln24h<yiirs >J5.S3Dmmei)t24 >30mL/lcei'> 24 hours hemorrhage or 
pidUlMcBifr studies. tlectHe orphmtd. hours elective or 

piamed 
hemofysis associated 
yiithWe-Mreatenmg 
aninta: medical 
intervention require to 
improve henoglqliin 

Thrombotic evidence ofRBC evidence of RBC evidence of EBC evidence of RBC 

mliToanglcpafliy C«-&. deslmotlon desliuctipnwith destraotioh with destriiction with renal 

Sirombotic (scWdocytosIs) without elevSt«daeatinine(S3 creatlnihe C>-3 X ULN) fiOlurei-equlrlng 
ferombocytopenic clini^il^consequences xULN) not requiring dialysis dialysis and/or 

pmpura/TTP or hemol3i:ic encephalopaOiy 

ur«nicsjmdrome/HUS5 for 
BMT studies 

Wei^ gain associated \Ttth <2% a-<5% .ss-<io% £iO%orasa3cites a;10%ori|uldr9tertlon 
Veno-Occluslve Disease resulting ifi pulmonary 
(VOD) for BMT studiei Mpre 

Canc» Therapy Evaluation Program 
:ComiilonToxiclty Criteria, Veision2.0 
DCtD,Na,MH,DHHS March 1W8 

Revised March 23, 1998 
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^pendixVI 

BMT Confilex/Multicoiifioiienl Events 

&iie 

AdTff»:Ev<nt 

Note: The padtagofbimplex'MuiacomponenfBierts Intone marrow trarispis^ 
gradingthespecificoompon»itevents<adverse events),  

Failure to mgraft life-ihreatenlng 

Also consldff Hemo^obin, NeuirppMls'graMilocj^es (ANaAGQ.NeiarbphiWefanuioojtes (ANOAGQ Tor BMT studies, if ^eolfledinfte protocol, Plaieleti^ 
Platelets for BMT dudiesilf^ecifiedinthe protocol   

Graft versus host disease mild moderate life~ttireatening 

Also consldff Fatteu^ Rash/desi^amation, RasWdesquamatibn associated with erat, versus host disease CGVHD) for BMT studies, if !?>ecifled in the irotocoi 
Diaift ea for patients wiihoot colostomy. Diarrhea for patlaSs wift colostomy. Diarrhea associated wife graft versus ho4 disease (GVHD) fcr BMT studies, if 
gjecinedinlhefrotocdl, Dlan-heaforpedalficBWrstudies, ifspecihed intheprOtoool,BiIirab6%Bilimbiti>ss6 
BMT studies If specHed in the protocol   

mild moderate life-threatening Stem cell infti^on disent 
complications 

Also consld* AllffgicTeacdon/hjpeiseiisitivfty, CohdUction abhormalltyAtrioveiiWcaar heart block,Nodal/JuncfioraIfflrhythi^ ProlbhgedQTc 
interval (QTO0.48 seconds). Situs kradycardia, Slujstadiycatdla, Suptaventricular an-hythmlas (SVT/atrial flbrillation/flutter), Vasovagal episode. Ventricular 
arrhythmia (PVCSybigeminji'trlgemlriyA'eniricularitiichycardii), CSirdibvascular/Airhythttla -Other CSpeclty, J, Hypertension, Hypctensioii Fever (in 
te ateKice ofneulropenla, Vihere neulrbpetila U detined as AGC i 1.0 X :10°/t), Rlgoi3/oHlll4 
associated with graft versos host disease (GVHD) for BMT studi«^ if ^edfiedin the protocbt Urticaria (Mve% welts, wheals), Dian*ea f(;r patients wlttiout  . 
colostomy, Diarrhea for patients with colostomy, Dian-hea associated with gralf versus host.disease (GiVHD) for BMT studies if specified to the protocol, Dlanihea 
for pediatric BMT studies, If ^edHed in the protbcs; Nausea, Voinlting Hembrrtiage/bleeding with p-ade 3 or 4 tlroilibbcytopeilla, Hemon-hagafbleeding without 
grade 3 or 4 Ihrombocytopenla, Hemoptysis, AUcaline phosphatase, Bilirubln, Bllirabih associated with graft versus'host disease (GVHD) Tor BMT studies, if 
^eoified in (he protocoVGGT, SGOT (ASTX SGET (ALT), Infection (documented clinically or mJordbiologlo^^ 
11^/L), Infecdon without neutropeniaiHyperlcalemia,Hyi)ffnatrtoia,H3poltalemia, Depressed 

Oeatinlne, Hemo^obinurla ^^^^^____^^^^^__^^^^_^_^^^^^___^^______^^^^_^_ 

Veho-Occluslve Disease 
(VOD) 

absent mUd moderate life^threateiiihg 

Also consld* Wei^gata associated with Veno-OcduslVe Disease (VOD) forBMTmdIei If 0^^^^ 
versus host disease (GVHD) for BMT studies jf specified in the protocol. Depressed level of consciousness, Bepaicpain, Renal ftilure,:H<paic erUargement 

Ganc»Ther^yEvaliiati6nfrbgram 
Common toxlclQr Criteria, Version 2.0 
DCtD,l>ia,NIH,DHHS Mai«h 1»8 

Revised March 23,1998 
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APPENDIXF 

Guidelines for Filing Reports of Adverse Experiences at 
M. D. Anderson Cancer Center 

21CFR312.32 
Serious Adverse Experience (SAE) -Any adverse drug experience occurring at any dose 
that results in any of the following outcomes: 
• Death 

• A life-threatening adverse drug experience - any adverse experience that places the 
patient, in the view of the initial reporter, at immediate risk of death from the adverse 
experience as it occurred. It does not include an adverse experience that, had it 
occurred in a more severe form, might have caused death. 

• Inpatient hospitalization or prolongation of existing hospitalization 

• A persistent or significant disability/incapacity - a substantial disruption of a person's 
ability to conduct normal life functions. 

•        A congenital anomaly/birth defect. 

Important medical events that may not result in death, be life-threatening, or require 
hospitalization may be considered a serious adverse drug experience when, based upon 
appropriate medical judgment, they may jeopardize the patient or subject and may require 
medical or surgical intervention to prevent one of the outcomes listed in this definition. 
Examples of such medical events include allergic bronchospasm requiring intensive 
treatment in an emergency room or at home, blood dyscrasias or convulsions that do not 
result in inpatient hospitalization, or the development of drug dependency or drug abuse. 

Unexpected Adverse Drug Experience - Any adverse drug experience, the specificity or 
severity of which is not consistent with the current investigator brochure; or, if an investigator 
brochure is not required or available, the specificity or severity of which is not consistent with 
the risk information described in the general investigational plan or elsewhere in the current 
application, as amended. Unexpected, as used in this definition, refers to an adverse drug 
experience that has not been previously observed (e.g., included in the investigator brochure) 
rather than from the perspective of such experience not being anticipated from the 
pharmacological properties of the phamriaceutical product. 
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MDA Policy and Procedure for reporting of adverse experiences (Includes 
both commercial and investigational drugs): 

• All clinical protocols should include a list of the expected and anticipated events or 
hospitalizations relating to the study regimen. If an expected or anticipated event is 
documented in the protocol, then it does not have to be reported as an SAE. 
(Example: Expected Grade 4 myiosuppression needs only to be reported as part of the 
study results) 

• All events falling under the definition of serious adverse event that are not listed in the 
protocol as being expected or anticipated, and occurring within 30 days following the 
last treatment date, must be reported to the sponsor within the specified time frame 
stated in the protocol. 

• All deaths with possible, probable or definite attribution to the study drug, device, or 
intervention must have a written report submitted to the Institutional Review Board 
(IRB) via OPR within one working day (24 hours) of knowledge of the event. 

• All serious adverse events other than that stated above must have a written report 
submitted to the Institutional Review Board (IRB) via OPR within 5 working days of 
knowledge of the event. 

• If necessary, the sponsor is then required to notify the Food and Drug Administration 
(FDA) within 7 calendar days. 

• All unexpected adverse experiences that are classified as Grade 4 must be reported 
by following the guidelines listed above. 

• Known reactions classified as Grades 1-3 do not need to be reported. However, these 
toxicities should be submitted as part of the study results. 

Adverse Experience Reporting Forms: 
Attached is the MDACC severe adverse event reporting form. This form should be utilized if 
MDACC is the sponsor, the study is a non-sponsored study, or the sponsor does not provide 
an appropriate reporting form. 

If the study sponsor requires a protocol specific SAE fomn to be completed, then that form 
may be use for IRB submission as long as the MDACC protocol number and patient medical 
record number is written at the top of the front page. 

External Adverse Experiences / Safety Reports 
All external adverse events/safety reports received from the sponsor should be submitted to 
the IRB through the Office of Protocol Research. The "External Adverse Event Report" can 
be located under section 1 of the OPR Forms Manual, and should be utilized as the cover 
sheet for this submission. 
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APPENDIXG 
Surgical Dictation Card 

Intraoperative 

a) Lymph node dissection 

1. Appearance 
Nonsuspicious 
Suspicious 
Grossly Positive-Frozen Section (+/-) 

2. Difficulty 
Standard 
More Difficult 
Very Difficult 

3. Complication of lymph node dissection (yes-list/no) 

b) Prostatectomy 

1. Campbell's technique or Retrograde (or combination) 

2. Nervesparing (yes/no) 

3. Apical dissection 
Standard 
More Difficult 
Very Difficult 

4. Dissection along rectum 
Standard 
More Difficult 
Very Difficult 

5. Seminal vesicle dissection 
Standard 
More Difficult 
Very Difficult 

6. Bladder neck sparing (yes/no) 

7. Tumor grossly confined (yes/no) 

8. Urethral length 
Shorter than usual 
Average 
Long 
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9. Number of sutures 
£4 
5-6 
>7 

10. Difficulty of anastomosis 
Standard 
l\/lore difficult 
Very difficult 

11. Complications (yes/no) 

12. Estimate of inteaoperative blood loss (list) 

13. Need for any transfusion (yes/no) 
(a) Autologous (predeposited only #units) 
(b) Homologous (bank # units) 

14. Operative time (Incision to skin closed) 

Post-operative 

1. # PRBC units transfused during the first 24 hours 
2. Urinary leak (yes/no) 
3. Bladder spasms 
4. Length of hospitalization 

III. Follow-up 

1. Superficial wound dehiscence 
2. Fascia dehiscence 
3. Days with drainage 
4. Infection (yes/no) 
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APPENDIXH 

Onstudy Dictation for Pre-Op Thalidomide 

1. P/S Stated 

2. Pathology 

3. Clinical Stage (Urologist's) 

4. Statement of "Meets Survival Requirements and Has No Contraindications for 
Surgery" 

5. Pertinent Interpretation of Staging 
(i.e. abnormality reported on bone scan is not consistent to define metastasis) 

6. Patient states "Will use latex condom when having sexual intercourse" 

7. Signed Written Informed Consent:   Date:     Time:    

8. "Patient meets eUgibility criteria for protocol IDOO-089" 

9. "Planned start date is " 
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 Appendix I  
Key Personnel for IDOO-089, MDA IND 56,533 

Areas of Responsibilities and Telephone Contact Information 
Personnel (Name/Degrees) Responsibilities/Department Tel./Fax/Pager 

Danai Daliani, M.D. Study Chair, Principal Investigator, 
Project Leader 

Department: GU Oncology 

Tel:      (713) 792-2830 
Fax:      (713) 745-1625 
Pgr:      (713)404-2717 
e-mail: 
ddaliani(a5mdanderson.org 

Paul Mathew, M.D. Medical Monitor 

Department: GU Oncology 

Tel: :      (713) 792-2830 
Fax:      (713) 745-1625 
Pgr:      (713)404-0652 
e-mail: 
Dmathew(S),mdanderson.org 

Pauline Dieringer, R.N. Research Nurse. Under the supervision of the 
Study    Chair    and    in    coordination    with 
collaborating physicians provides:     Liaison 
with patients; scheduling patient visits for all 
phases of the clinical trial; liaison with the 
Clinical  Care Coordinator.     Participates in 
obtaining informed consents; tracking of all 
clinical       specimens       &       experimental 
therapeutics; obtain clearance from insurance 
companies;    arrange    tests    to    deteiiuine 
eligibility and review all clinical test results; 
Kaison   vdth   patient's   physicians   off-site; 
posting of data in patient charts, summaries 
and supervises posting of data in PDMS by the 
data manager. Supervises the data manager.. 

Department: GU Oncology 

Tel: 713-792-2830 
Fax: 713-745-2900 
Pager: 713-404-3109 
e-mail: 
pdiering®mdanderson.org 

Cherie A. Perez, B.S., R.N. Research    Nurse    Supervisor.         Overall 
coordination of Research Nurse services for 
the department. Effective 1/16/00. 

Department: GU Oncology 

Tel: 713-792-2830 
Fax: 713-745-2900 
Pager: 713-404-6649 
e-mail: 
caperez(®mdanderson.org 

Maria Johnson Coordinator Clinical    Research Programs. 
Overall  supervision of data collection  and 
management for clinical research protocols. 
Review and implementation of CRFs. Review 
of clinical protocols for compliance with GCPs 

Department: GU Oncology 

Tel: 713-792-2830 
Fax: 713-745-1625 
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e-mail: 
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Darlene Montgomery Data Manager. Liasion with the research and 
clinic nurse:—Responsibie^or^data"collection 
and entry in to PDMS 

Department: GU Oncology 

Tel: 713-792-2830 
Faxr^l3^745--2900 
Pager: 
e-mail: 

Mary Abioye, MA PBT ASC Technician. Phlebotomist 

Department: GU Oncology 

Tel: 713-792-2830 
Fax: 713-792-2075 
Pager: 713-404-3744 
e-mail: 
mabiove@mdanderson.org 

Margaret A. Armstrong 
Program Coordinator 

Regulatory Affairs. Review of documentation 
& regulatory affairs issues; liaison with 
MDACC OPR/ORA; provides support to the 
Study Chair's admininistrative assistant in the 
area of regulator affairs and docvimentation. 

Department: GU Oncology 
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Fax: 713-745-1625 
Pager: 713-404-5060 
e-mail: 
marmstro@mdanderson.org 
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Department: GU Oncology 
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Pager: 
e-mail: 
lhicks@mdanderson.org 

Victor H. Pang, B.S., R.Ph. Investigational Pharmacist II 
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management system. 
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Pager: 713-404-2909 
e-mail: 

Marie A Kramer, M.S., R.Ph. Supervisor, Investigational Drugs 

Department: Pharmacy (BO 1.4415). Receiving 
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experimental drug data into the data 
management system. 
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e-mail: 
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The University of Texas 
M.D. ANDERSON CANCER CENTER 

INFORMED CONSENT/AUTHORIZATION FOR PARTICIPATION 
IN RESEARCH WITH OPTIONAL PROCEDURES 

PROTOCOL TITLE: "A Tolerance and Efficacy Trial of Preoperative Thalidomide Treatment 
Followed by Radical Retropubic Prostatectomy (RRP) in Select 
Patients with Locally Advanced Prostate Cancer" 

1.     
Participant's Name I.D. Number 

You are being asked to take part in this clinical research study at The University of 
Texas M. D. Anderson Cancer Center (hereinafter referred to as "UTMDACC" or "the 
institution"). This research study is strictly voluntary. This consent form explains why 
we are performing this research study and what your role will be if you choose to 
participate. This form also describes the possible risks connected with being in this 
study. After reviewing this information with the person responsible for your enrollment, 
you should know enough to be able to make an informed decision on whether you want 
to participate in the study. This study complies with all laws and regulations that apply. 

You are being asked to take part in this study because you have prostate cancer. 

DESCRIPTION OF RESEARCH 

2.  PURPOSE OF STUDY 

Treatment: The goal of this clinical research study is to find out whether it is safe to 
treat patients diagnosed with locally advanced prostate cancer with the drug 
Thalidomide before removing the tumor (radical retropubic prostatectomy). 

Researchers also want to learn if Thalidomide can shrink or slow the growth of the 
prostate cancer before the surgery. 

Patient's initials: 

Witness' s initials: 
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_OptionalJ?rocedures:_Patients_will be askedJo get axepeat prostate tissue sample^aL 
the end of the treatment.  The sample will be used to learn more about the effects of 
Thalidomide on prostate cancer and the blood vessels that feed the tumor. 

Patients will also be asked to give a bone marrow sample at the end of the treatment. 
This sample will be used to learn more about the effects of Thalidomide on the bone 
marrow and on the blood vessels in the bone. 

DESCRIPTION OF RESEARCH: 

Treatment: Before treatment starts, all patients will have a complete exam including 
blood , urine and stool tests. About 5 tablespoons of blood will be drawn for the blood 
tests. A chest x-ray will be done. A bone scan, CT scan of the abdomen and pelvis, 
and bone marrow biopsy will be done to rule out the possibility of spread of the cancer. 
Patients will have an EKG to check their heart function. Patients will have a transrectal 
ultrasound with biopsies of the prostate tumor. A rectal exam will be performed. 
Patients will fill out a questionnaire about their disease and how it affects their lives. It 
will take about 15 minutes to complete the questionnaire. 

The initial evaluations will require approximately 6 hours. 

Patients will take Thalidomide by mouth every day. Thalidomide will be given by mouth 
starting at 200 mg per day. If the patient tolerates the drug well the dose of thalidomide 
will be increased every week by 200 mg per day until the maximum dose of 600 mg per 
day. It is recommended that patients take the entire dose at night, but if they prefer they 
can divide the dose throughout the day. During the dose adjustment phase (the first 3 
weeks of the study), patients will have a physical exam and blood tests (about 3 
tablespoons each) each week. 

The blood tests are done to make sure the blood counts and kidney and liver function 
remain normal as the dose of the dmg is increased. Some of this blood will also be 
used to see if any blood vessel changes in the blood can be detected. 

After the first three weekly visits, patients will be examined in the clinic and will have 
repeat blood, urine, and stool tests at 6 and 12 weeks from the start of the treatment. 
These tests will also be done at the end of Thalidomide treatment. Approximately 7.7 
oz. of blood will be collected during your participation in the trial over a 4-month period 
of time (including the optional research blood test). 

The transrectal ultrasound of the prostate will be repeated at 6 weeks from the 
beginning of the treatment and right before surgery to measure the size of the prostate 

Patient's initials: 

Witness' s initials: 
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and the-size of-the tumor.—If you agree to have arv optional prostate biopsyat 6 weeks_ 
from the beginning of the treatment that biopsy will be obtained at the time of your 
repeat transrectal ultrasound of the prostate. 

A repeat CT scan of the abdomen and pelvis will also be done before surgery. 

Subsequent clinic visits will require approximately 1 hour. 

After surgery, patients will be watched closely to track how well or whether the cancer 
has been stopped. Patients will need to return to M. D. Anderson at 1 and 3 months 
after surgery. After the first 3 months, patients will need to have an urologist examine 
them every 6 months for 5 years. During these visits, patients will have a physical 
exam, digital rectal exam and blood tests (about 1 tablespoon of blood will be drawn to 
measure the semm PSA to detect whether there is any cancer recurrence or not). 

The exam after the first 3 months can be done either at M. D. Anderson Cancer Center 
or by the patient's local urologist who will fonward the information. Patients will also be 
given a questionnaire to answer in writing. Questions will concern the quality of their 
lives after this treatment. It will take about 15 minutes to complete the questionnaire. 
CT scans, bone scans, and transrectal ultrasound will be done as needed. 

Treatment can be temninated if the patient withdraws consent, or if the patient does not 
comply with the specific requirements of the study. Treatment can also be terminated if 
the physician believes that it is not safe to continue therapy and / or if there is evidence 
of progression of the cancer. 

Patients' records will be kept according to the Federal guidelines that protect patient 
confidentiality. 

Quality of Life questionnaires are labeled only with the patient's initials and a number 
that identifies whether they are the first, second, third, etc. patient on this trial. 

Data will be maintained and handled according to FDA regulations and HIPPA. Tissue 
samples collected during this trial will be used for the research outlined in this clinical 
trial. Tissue samples are stored and filed under a protocol accession number to avoid 
the possibility of laboratory personnel to "link" the patient to the tissue samples. Any 
decoding of patient data will be performed solely for computer based analysis to 
correlate the relationship of investigational results with clinical outcome. 

This is an investigational study. While the FDA has approved Thalidomide, its use in 
this study as a dmg for the treatment of prostate cancer is investigational.    Free 

Patient's initials: 

Witness' s initials: 
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 medication&and-proceduresjnclude:Jheadministration of thalidomide pills,Jbe^^^^ 
the optional prostate ultrasound and biopsy, the cx)st of the optional bone marrow 
biopsy, as well as the cost for the optional blood tests. 

If you are injured because of your participation in this research study, you will be 
provided medical care for research related injuries at no cost to you. Medical care will 
be provided only for research related injuries. You will not receive any money for your 
injury; you will only receive medical care. This does not mean that you are giving up 
any legal rights that you may have. You may contact Danai Daliani, M.D. at 1515 
Holcombe Boulevard, Houston, Texas 77030 at (713) 792-2830 if you have questions. 
All other costs (clinic visits, standard blood tests, standard radiographic tests, surgery 
costs and pathology costs) will be the responsibility of the patient/patient's insurance. 

About 40 patients will take part in the study. All will be enrolled at M. D. Anderson 
Cancer Center. This protocol is partially funded by a research grant from the sponsor, 
Celgene, Inc., and the Department of Defense (DOD). 

Optional Procedures (Prostate Biopsy and Bone Marrow Biopsy): Patients who 
agree will have a repeat prostate biopsy after 6 weeks of treatment. This will be done at 
the time of the scheduled re-evaluation, of the prostate tumor by transrectal ultrasound. 
Patients who agree will also have a bone marrow sample taken at the end of the 
treatment. This means that a small piece of bone will be removed with a needle from the 
pelvic bone, after the area has been numbed. Patients do not have to consent to these 
optional procedures in order to receive treatment. 

4.     RISKS, SIDE EFFECTS AND DISCOMFORTS TO PARTICIPANTS 

Treatment: Thalidomide may cause nausea and/or vomiting. It may cause fatigue, 
sensitivity to the sun, skin changes, and/or nail changes. It may cause a decreased 
appetite and/or altered senses of taste and/or smell. 

Thalidomide may also prevent the patient's body from making new blood cells. This 
means that while the patient takes it, there is more of a chance of getting an infection, 
including pneumonia. The patient may need a blood transfusion and/or antibiotics. 

Thalidomide may cause low blood pressure, slow heart rate and dizziness. Thalidomide 
may cause patients to feel sleepy. Because of this, patients will be reminded not to 
drive while they are taking part in the study during the 12 weeks they are taking 
thalidomide. 

Patient's initials: 

Witness' s initials: 
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jrbalJdomide_mayjjause„constipation,_swellJng,_n^^^^^  |t_may_^lso_ 
cause damage to nerves and pain in the hands/feet. Upon discontinuation of the dmg, 
patients may have trouble sleeping. 

Some patients who took Thalidomide for a disease besides cancer (HIV infection) and 
who had many other problems became very badly confused. This confusion remained 
even after the patients stopped taking the drug. It is not known whether the 
Thalidomide caused the confusion. 

Some patients who took thalidomide for other types of cancer (i.e. kidney cancer) and at 
double the dose than the dose used in this study did develop some difficulty 
concentrating while reading or watching TV. This difficulty concentrating was reversible 
(disappeared) after the patients stopped taking the drug. 

Thalidomide may cause bigger appetite, lower sex drive, headache, and/or fever. The 
drug may cause dry mouth, dry skin, itching, and/or rash. It may affect thyroid function. 

Thalidomide may cause wounds such as cuts or bruises not to heal as fast as they 
normally would. Patients treated with Thalidomide may have a higher risk for bleeding 
and/or delayed wound healing during surgery or during the prostate biopsy. If a patient 
has low blood counts (white cells or platelets) the risks associated with these 
procedures can be higher. 

The risks and side effect of prostate removal surgery will be explained in a separate 
consent. 

Diagnostic procedures like ECG, Chest x-ray, bone scan are not associated with risk to 
the patient. 

Blood draw may cause pain, redness, swelling and / or infection where the needle 
enters the body. 

The transrectal ultrasound of the prostate may cause some discomfort or pain to the 
patient. If a prostate biopsy is obtained at the same time of the transrectal ultrasound of 
the prostate, there may also be a risk for infection, bleeding from the bladder and/or 
rectum, or both. In some rare circumstances patients may have to stay in the hospital 
for the treatment of these complications. 

Giving dye through the vein during a CT-scan evaluation can in a small number of 
patients cause allergic reaction (in patients with allergy to iodine) and could worsen the 

Patient's initials: 

Witness' s initials: 
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_kidneyJunction_inpatieritswith_abnormalkidneyJunction._Patients_ace asked 
CT-scan evaluation if they have allergies to iodine. Patients are not given intravenous 
contrast if they have known allergic reaction to iodine or are given medications to 
prevent the reaction. Patients are monitored during CT-scan evaluation by trained 
personnel and medical treatment is provided if necessary in the case of a newly 
developed allergic reaction. Patients are not given intravenous contrast if they have 
abnormal kidney function. 

This clinical research study may involve unpredictable risks to the participant. 

4a)     Participants must practice birth control during the study if they are sexually 
active. There could be unknown risks to an unborn child. 

The use of Thalidomide by pregnant women has been shown to cause birth 
defects. There is an extremely high risk that a deformed infant will result if 
pregnancy occurs while this drug is being taken in any amount even for a 
short time. Women who are pregnant or who may become pregnant should 
not handle Thalidomide. If women handle the pills, Thalidomide can be 
absorbed through their skin and cause serious birth defects. All patients 
must use adequate birth control during and for 8 weeks after participation 
in this study. 

Men must completely avoid sexual intercourse or use a latex condom 
EVERY TIME they have sexual intercourse while they are taking Thalomid™ 
(Thalidomide) and for 8 weeks after they stop taking the drug, even if they 
have had a successful vasectomy. 

Optional Procedures (Prostate Biopsy and Bone Marrow Biopsy): Having a 
prostate and/or bone marrow biopsy taken may cause pain, redness, swelling, infection, 
and/or bleeding through in the stool and/or urine for a few days after the biopsy. In 
addition, with some biopsies, underlying structures can be damaged. Sometimes this 
structural damage may require further tests or even surgery to correct. 

5.     POTENTIAL BENEFITS 

Treatment: Thalidomide may shrink or slow the growth of the prostate tumor. The 
chance of surgery being successful may be increased. The chance of the cancer 
coming back may be lowered. There may be no benefit at all for patients in the study. 

Patient's initials: 

Witness' s initials: 
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-OptionaLProcedures^FrostateBiopsy _and Bone JVIarrovL Biopsy)L Tbere^a 
benefits for the patient taking part in the optional procedures. Future patients may 
benefit from what is learned. This information will help physicians to learn more about 
the use of the drug in cancer treatment. 

ALTERNATE PROCEDURES OR TREATMENTS: Patients may choose not to take 
part in this study. Patients may have their prostate removed surgically without 
Thalidomide treatment before surgery. Patients may have radiotherapy with or without 
hormonal treatment. Patients may choose to receive other experimental drugs, if 
available. Patients may choose not to have treatment for cancer at all. In all cases, 
patients will receive care for symptoms and pain. 

Optional Procedures (Prostate Biopsy and Bone IVIarrow Biopsy): Treatment with 
the study drug may be given without receiving the optional biopsies. 

I understand tliat tiie following statements about this study are true: 

7. According to the institutional conflict of interest policy, the principal investigator of 
this study and my primary physician cannot have a financial interest in any 
aspect of this research. However, in instances of medical emergency, it is 
possible that I may be cared for by a physician and/or administrator who has 
some form of financial interest in the sponsor of this study. 

8. If I want to receive updated information regarding the financial interests of any 
physician and/or administrator at UTMDACC who has cared for me, I may call 
the Conflict of Interest Coordinator at (713) 792-3220. Upon request, I will be 
given access to information disclosing the identity of all physicians and/or 
administrators who have a financial interest in the sponsor of this study. 

9. My participation is voluntary. 

10. I may ask any questions I have about this study, including financial 
considerations, of my treating physician. I may contact the principal investigator 
for this study Dr. Danai Daliani at (713) 792-2830 or the Chairman of the 
institution's Surveillance Committee at (713) 792-2933 with any questions that 
have to do with this study. 

11. I may withdraw at any time without any penalty or loss of benefits. I should first 
discuss leaving the study with my physician. Should I withdraw from this study, I 
may still be treated at UTMDACC. 

Patient's initials: 

Witness' s initials: 
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_12 ..__Jju_nderMand Jhat__the_ studyj^^ 
doctor,  the  principal  investigator,  the  study  sponsor,  or the  Surveillance 
Committee of UTMDACC. 

13. I will be informed of any new information that might affect my willingness to 
continue participating in the study. 

14. The institution will take appropriate steps to keep my personal information 
private. However, there is no guarantee of absolute privacy. The Food and Drug 
Administration ("FDA"),Celgene and respresentatives of the U.S. Army Medical 
Research and Materiel Command might review my record to collect data or to 
see that the research is being done safely and correctly. Under certain 
circumstances, the FDA could be required to reveal the names of participants. 

15. If I suffer injury as a direct result of participation in this study, the institution will 
provide reasonable medical care. I understand that I will not receive 
reimbursement of expenses or financial compensation from the institution, the 
sponsor, or the manufacturer Celgene for this injury. I may contact the Chairman 
of UTMDACC's Surveillance Committee at 713-792-2933 with questions about 
study related injuries. 

16. Unless othenvise stated in this consent form, all of the costs linked with this 
study, which are not covered by other payers (HMO, health insurance company, 
etc.), will be my responsibility. 

17. I recognize that there are no plans to provide any compensation to me for any 
patents or discoveries that may result from my participation in this research. 

BIRTH CONTROL 

I understand that I must practice birth control. Female participants should not breast- 
feed while on study. If I become pregnant, or suspect that I am pregnant, I must notify 
my physician immediately. Getting pregnant may result in removal from participation in 
this study. 

Patient's initials: 

Witness' s initials: 
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INIT: 

INIT: 

INIT: 

INIT: 

INIT: 

INIT: 

I understand that I must not take THALOMID™ (Thalidomide) if I 
cannot avoid unprotected sex with a woman, even if I have had a 
successful vasectomy. 

I understand that severe birth defects or death to an unborn baby 
have occurred when women took Thalidomide during pregnancy. 

I have been told by my doctor that I must NEVER have unprotected 
sex with a woman (during the period I am taking thalidomide and 
for 8 weeks after I stop the drug) because it is not known if the drug 
is present in semen or sperm. My doctor has explained that men 
must completely avoid heterosexual intercourse or men must use a 
latex condom EVERY TIME they have sexual intercourse with a 
female partner while they are taking THALOMID™ (Thalidomide), 
and for 8 weeks after they stop taking the drug, even if they have 
had a successful vasectomy. 

I also know that I must inform my doctor immediately if I have 
unprotected sex with a woman; or if I think FOR ANY REASON, 
that my sexual partner may be pregnant. If my doctor is not 
available, I can call 1-888-668-2528 for information on emergency 
contraception. 

I understand that THALOMID™ (Thalidomide) will be prescribed 
ONLY for me. I must NOT share it with ANYONE, even women 
who has symptoms similar to mine. It must be kept out of reach of 
children and should never be given to women who are able to have 
children. 

I understand that THALOMID™ (Thalidomide) can cause side 
effects including nerve damage (numbness, tingling or pain in the 
hands or feet that may not be reversible) and drowsiness. (If I 
become drowsy, I will not operate heavy machinery or drive a car. 
Also, I will avoid alcohol and other medicines not prescribed by my 
doctor). If I develop a red itchy rash I will contact my doctor 
immediately. If I feel dizzy, I will sit upright for a few minutes before 
standing up from a lying or sitting position. I understand all of the 
other possible side effects explained to me by my doctor.   I know 

Patient's initials: 

Witness' s initials: 
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 that    I    cannot    donate    blood    while    taking    THALOMID™ 
(Thalidomide). 

INIT:   7.     My doctor has answered any questions I have asked. 

This information has been read aloud to me in the language of my choice. I understand 
that if I do not follow all of my doctor's instructions, I will not be able to receive 
THALOMID™ (Thalidomide). I now authorize my doctor to begin my treatment with 
THALOMID™ (Thalidomide). 

Authorization for Use and Disciosure of Protected IHealtli Information 

A. During the course of this study, the research team at UTMDACC will be 
collecting information about you that they may share with the FDA and/or 
Celgene. This information may include your treatment schedule and the results 
of any tests, therapies, or procedures that you undergo for this study. The 
purpose of collecting and sharing this information is to learn about how the 
treatment affects your disease and any side effects you experience as a result of 
your treatment. 

Your doctor and the research team may share study information with certain 
individuals. These individuals may include representatives of the FDA and/or the 
above listed sponsor, clinical study monitors who verify the accuracy of the 
information, individuals with medical backgrounds who determine the effect that 
the treatment has on your disease, and/or individuals who put all the study 
infomriation together in report form. The UTMDACC research team may provide 
this information to the FDA and/or the above listed sponsor at any time. There is 
no expiration date for the use of this information as stated in this authorization. 

B. You may withdraw your authorization to share this information at any time in 
writing. More Information on how to do this can be found in the UTMDACC 
Notice of Privacy Practices (NPP). You may contact the Office of Protocol 
Research at 713-792-2933 with questions about how to find the NPP. 

C. If you refuse to provide your authorization to disclose this protected health 
information, you will not be able to participate in the research project. 

D. I understand that my personal health information will be protected according to 
state and federal law. However, there is no guarantee that my information will 
remain confidential, and may be re-disclosed at some point. 

Patient's initials: 

Witness' s initials: 
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CONSENT/AUTHORIZATION FOR TREATMENT AND OPTIONAL PROCEDURES 
(Mark choice with an "X") 

I agree to or not to have a prostate biopsy tal<en for optional studies. 

Participant's initials 

agree to or not to have a bone marrow biopsy taken for optional studies. 

Participant's initials 

Having read and understood the above, and having had the chance to ask questions 
about this study and reflect and consult with others, I give permission 
to enroll me on this study. I have been given a copy of this consent. 

SIGNATURE OF PARTICIPANT DATE 

WITNESS OTHER THAN 
PHYSICIAN OR INVESTIGATOR 

DATE 

SIGNATURE OF PERSON 
RESPONSIBLE & RELATIONSHIP 

DATE 

Participants Address: 

Patient's initials: 

Witness' s initials: 
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1 nave discussed this clinical researcn study with the participant and/or his or her 
authorized representative, using a language that is understandable and appropriate.  1 
believe that 1 have fully informed this participant of the nature of this study and its 
possible benefits and risks and that the participant understood this explanation. 

SIGNATURE OF STUDY DOCTOR                                         DATE 
OR PERSON OBTAINING CONSENT 

TRANSLATOR 

1 have translated the above informed consent into                                      for this 
participant.                                                               (Name of Language) 

NAME OF TRANSLATOR              SIGNATURE OF TRANSLATOR        DATE 

Patient's initials: 

Witness' s initials: 


