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HORMONE REPLACEMENT THERAPY IN POST-MENOPAUSAL WOMEN WITH SUCCESSFULLY TREATED PRIMARY BREAST CANCER.

We are conducting a prospective single-arm pilot study of hormone replacement therapy in post-menopausal women with a history of successfully treated primary breast cancer.  We anticipate an accrual of 300 patients. Follow-up will continue for a minimum of 10 years from the date the study is initiated. 

Details of the Research Study


Eligibility Criteria:



1. At least 35 years of age.



2. No menstrual period for at least the past six months and an elevated FSH 


to post-menopausal levels.



3. At least one month from completion of primary surgery, adjuvant 



radiotherapy (if administered) and adjuvant chemotherapy (if 




administered).



4. Adjuvant hormonal therapy (if prescribed), including tamoxifen, must 



be discontinued at least one month prior to initiation of hormone 



replacement therapy.



5.  No evidence of residual breast cancer on physical examination, 




mammogram, or blood studies, including at least an alkaline 




phosphatase, and CA 15-3.



6. A normal pelvic examination and PAP smear within the past six months 


if patient has not already had a hysterectomy.


Exclusion Criteria:



1. Evidence of any active or measurable malignant tumor process except 



for chronic lymphocytic leukemia requiring no therapy. Any 




treatment of this latter entity including concomitant chemotherapy, 



corticosteroid therapy, or radiotherapy will eliminate a patient from 



study.



2. Any concomitant condition being treated with corticosteroids will 



exclude a patient from this study.


Treatment - Hormone replacement therapy:


For patients with an intact uterus:



Premarin: 0.625mg p.o./d days 1-25 of each month.


Prometrium:    200 mg p.o./d    days 16-25 of each month. 


Calcium Carbonate (or Calcium Citrate) 1500mg p.o./d


For patients who have had their uterus removed:


Premarin: 0.625mg p.o./d days 1-25 of each month.


Calcium Carbonate (or Calcium Citrate) 1500mg p.o./d


For patients who cannot tolerate this regimen:


The dose of premarin may be adjusted based on control of symptoms and FSH level determinations. Alternative forms of estrogen adminstration may be used if necessary but only after contacting Dr. Bluming so that the study data are kept current and accurate.

Follow-up: 


Patients will have a follow-up visit three months after initiation of Hormone Replacement and every six months thereafter for the duration of the trial. Each visit will include a careful history and physical examination with particular attention to the breasts. Pelvic examination and PAP smear will be performed at least once a year. Please notify Dr. Bluming of any change in patient’s status, regimen or address.


Laboratory studies at each visit will include: CBC, albumin, AST, ALT, GGTP, bilirubin, alkaline phosphatase, CEA, CA 15-3, FSH & Estradiol

A fasting Cholesterol, Triglyceride, HDL/LDL will be done every year.


Radiologic studies A mammogram will be performed annually.  Bone density study using a DPX bone densitometer will be performed at the start of HRT and at least every five years.


Early removal of subjects:

Definitive evidence of breast cancer recurrence or new breast cancer development will result in discontinuation of hormone replacement therapy. Any such patient will be followed for subsequent course and prognosis.

Data collection:

The data entry form for all patients is appended.

Flow sheet entry form is appended.

Informed consent form is appended.

Quality of life questionnaire is appended.

For questions or comments, please contact:

Avrum Bluming, M.D.

25095 Thousand Peaks Road
Calabasas, CA 91302
Phone 
(818) 378-3700
Fax 
(818) 591-2530
email 
avrumzbluming@yahoo.com
DATA FIELD ENTRIES FOR EACH BREAST CANCER PATIENT ON HORMONE REPLACEMENT THERAPY.

1. Last name.........................................................................................................................

2. First name........................................................................................................................

3. Age at Diagnosis of Breast Cancer ..............................................................................

4. Menstrual Status at Diagnosis of Breast Cancer .......................................................

5. Site of primary tumor....................................................................................................

6. T stage (size of primary)(include histology if lesion is in situ)............................

7. N stage (# nodes positive)*...........................................................................................

8. ERA ...................................................................................................................................

9. PRA ...................................................................................................................................

10. Flow cytometry (DNA index).......................................................................................

11. Flow cytometry (% of cells in S phase)....................................................................

12. HER2/NEU amplification ............................................................................................

13. Date of Last Menstrual Period (prior to 1st surgery).............................................

14. Date of first surgery.....................................................................................................

15. Date last seen.................................................................................................................

16. Follow-up (in months)**............................................................................................

17. Type of Surgery (Mrm - Lumpectomy/Radiotherapy)..........................................

18. Radiotherapy (External Dose)....................................................................................

19. Radiotherapy (Implant or Electron Beam Dose 1)..................................................

20. Contralateral tumor (yes/no).....................................................................................

21. Site of contralateral tumor.........................................................................................

22. Date contralateral surgery.........................................................................................

23. T Stage contralateral tumor........................................................................................

24. N Stage contralateral tumor.......................................................................................

25. Flow cytometry (DNA index) contralateral tumor..................................................

26. Flow cytometry (S phase) contralateral tumor.......................................................

27. HER2/NEU amplification contralateral tumor........................................................

28. Type of Surgery #2 (Mrm - Lumpectomy/Radiotherapy)....................................

29. Radiotherapy (External Dose #2)...............................................................................

30. Radiotherapy (Implant or Electron Beam Dose #2)...............................................

31. Surgeon..........................................................................................................................

32. Radiotherapist...............................................................................................................

33. Oncologist.......................................................................................................................

34. Gynecologist..................................................................................................................

35. Hospital...........................................................................................................................

36. Chemotherapy (yes/no)..............................................................................................

37. Chemotherapy drugs used (and # courses).............................................................

38. Tamoxifen (yes/no)......................................................................................................

39. Tamoxifen dose & date started.....................................................................................

40. Tamoxifen last administered.......................................................................................

41. Bra size (pre-treatment).............................................................................................

42. Second (non-breast) primary (yes/no)...................................................................

43. Months to second (non-breast) primary.................................................................

44. Second primary type....................................................................................................

45. Survival (months)**...................................................................................................

46. Disease-free survival (months)**............................................................................

47. Address............................................................................................................................

48. Phone number (Home)................................................................................................

* 
=   # nodes excised also recorded

** 
=   Time frames calculated from date of first surgery

49. Phone number (Work)................................................................................................

50. Social Security number...............................................................................................

51. Driver’s License...........................................................................................................

52. Prior hysterectomy (date)..........................................................................................

53. Prior bilateral oophorectomy (date).........................................................................

54. Prior Hormone Replacement Therapy (HRT)(yes/no)..........................................

55. Prior HRT (drugs, dose)...............................................................................................

56. Prior HRT (date started - date stopped).....................................................................

57. FSH prior to initiation of HRT.....................................................................................

58. Estradiol prior to initiation of HRT............................................................................

59. Fasting Cholesterol prior to initiation of HRT.........................................................

60. Fasting Triglycerides prior to initiation of HRT.....................................................

61. Fasting HDL/LDL prior to initiation of HRT.............................................................

62. Maximum height...........................................................................................................

63. Height prior to initiation of HRT...............................................................................

64. Family history of atherosclerosis..............................................................................

65. Family history of osteoporosis...................................................................................

66. Family history of breast cancer................................................................................

67. Prior patient history of atherosclerosis..................................................................

68. Prior patient history of osteoporosis........................................................................

69. Date Bone Density Study..............................................................................................

70. Bone Density study results (femur neck/vertebral body)...................................

71. Date Hormone Replacement Therapy (HRT) started..............................................

72. Drugs used......................................................................................................................

73. Doses used.......................................................................................................................

74. Schedule of drug administration...............................................................................

75. Comments.......................................................................................................................

................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................................

Person filling out form....................................................Date....................................

FLOW SHEET FOR BREAST CANCER PATIENT ON HORMONE REPLACEMENT THERAPY
1. Last name...................................................................................................................

2. First name..................................................................................................................

3. Birth Date...................................................................................................................

4. Date of first surgery.................................................................................................

5. Date last seen.............................................................................................................

6. Follow-up (months)..................................................................................................

7. Address........................................................................................................................

8. Phone number (Home)............................................................................................

9. Phone number (Work)............................................................................................

10. Oncologist.................................................................................................................

11. Gynecologist............................................................................................................

12. Date Hormone Replacement Therapy (HRT) started........................................

13. Duration of HRT (months).....................................................................................

14. Drugs used as of last date seen..............................................................................

..........................................................................................................................................

15. Doses & Schedule used as of last date seen..........................................................

..........................................................................................................................................

	Date
	Height
	FSH
	Estradiol
	Fasting Cholesterol/

Triglycerides
	Fasting HDL/LDL
	Abnormal Laboratory Values

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


16. Comments.................................................................................................................

..........................................................................................................................................

..........................................................................................................................................

..........................................................................................................................................

..........................................................................................................................................

Person filling out form....................................................Date....................................

Informed Consent Form

Hormone Replacement Therapy in Post-Menopausal Women with Previously Treated Breast Cancer.

Introduction
Hormone replacement therapy is already being administered to some post-menopausal women in this country with a prior history of breast cancer. These patients generally demand such therapy when they find intolerable the  symptoms of menopause (hot flashes, mood swings, dry skin, dry mucous membranes, frequent burning on urination, and sleep disorders, 1,2).  These patients are rarely followed systematically;  the incidence of breast cancer recurrence and associated mortality is neither documented nor reported, and thus this potential risk of this therapy is neither confirmed nor disproved.  

Published reports from Denmark,3,4  England,5,6  Australia,7  and the United States,8,9 have suggested no increased risk of breast cancer recurrence in such a population. These studies, however, were of small size and median follow-up averaged only two to three years. 

Purpose
We are conducting a prospective trial of hormone replacement therapy in post-menopausal women with a history of treated primary breast cancer in complete remission primarily to evaluate more conclusively these early results. A secondary purpose of this study is to assess the efficacy of a particular hormone replacement therapy regimen in alleviating some of the distressing symptoms of menopause and, more importantly, in decreasing the morbidity and mortality of atherosclerotic heart disease and osteoporosis in this population. Although the drugs used in this study are approved drugs for hormone replacement therapy, they are not approved for hormone replacement therapy in the patient population of postmenopausal women who have previously been treated for breast cancer. Their use in this setting is investigational.

Benefits 


1.
Although my risk of suffering  symptomatic osteoporosis or colon cancer is not known, hormone replacement therapy with estrogen has been shown to decrease the incidence of these debilities in post-menopausal women.


2.
Any symptoms relating to my menopausal status including but not limited to hot flashes, mood swings, dry skin, dry mucous membranes, frequent burning on urination, and sleep disorders, may or may not be alleviated by the hormone replacement therapy I receive.


3. 
By agreeing to being followed indefinitely, I may be helping other women in my situation who will, as a result of this study together with similar studies,  have a better understanding of the risks and benefits of this treatment strategy than is available at the present time. 

Risks 


1.
While the risk of cancer of the uterine lining  may be increased by the use of estrogen therapy alone as replacement hormone therapy, the addition of progesterone to estrogen therapy  eliminates this increased risk. Adding progesterone to estrogen therapy may further decrease the risk of osteoporosis, but it may also decrease the protective effect of estrogen alone against the  risk of heart attack or stroke. I understand progesterone will not be used if I have already had a hysterectomy.


2.
Although preliminary studies suggest that my taking estrogen-progesterone hormone replacement therapy will not increase my risk of developing recurrence of my breast cancer, no definitive answer to this question is yet available. I understand that recurrence is possible with or without hormone replacement therapy and that this therapy may, in spite of my physician’s current understanding and efforts,  increase my risk of suffering such a recurrence. I further understand that such a recurrence could prove fatal.


3.
Side effects of hormone replacement therapy might include:



vaginal bleeding or spotting (which may require further investigation such as an endometrial biopsy or a D&C), fluid retention, painful breasts, jaundice, skin rash, intolerance to contact lenses, headache, depression, or thrombophlebitis (clot formation).



The development of these or any other signs or symptoms while on hormone replacement therapy should be reported immediately to my doctor.


4.
The role of HRT in preventing or accelerating heart disease or 



Alzheimer’s disease remains controversial and its role in both these 


conditions is still being studied.

I have been made aware of and agree with the following statements:


1.
I have been treated for breast cancer in the past, and I am currently in remission with neither signs nor symptoms of active breast cancer.


2.
My regular menstrual periods have ceased, and I am currently peri or post-menopausal.


3.
I will take the hormone-replacement therapy as prescribed by my doctor and will keep all scheduled follow-up appointments to the best of  my ability.


4.
My physician remains available to answer any additional questions I have about this study.


5.
I will inform my physician of any change in my address or contact phone number so that in the event I move from my current geographic area, my follow-up will continue indefinitely through another designated physician.

6. In the interest of allowing follow-up, I am entering the following 


current information:




Name...........................................................................................................




Address......................................................................................................




Home phone number...........................................................................




Business phone number....................................................................




Driver’s License state & serial number....................................




Social Security number.....................................................................



7. I understand that my participation in this study is voluntary and, in the absence of my granting permission to the contrary, my identity as a participant will be kept confidential.


8.
After consultation with my physician, I may terminate my hormone- replacement therapy with or without termination of testing at any time.  In the event I insist on termination of testing (in addition to termination of hormone replacement therapy treatment), I assume all risks of terminating such testing.  Even in this case, I allow the study coordinators to keep in touch with me on at least an annual basis to insure the validity of the conclusions of this study.

I understand and agree with the statements and conditions of this informed consent form.

Signature...........................................................
Date......................

Witness...............................................................
Date......................

Physician...........................................................
Date......................
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How Do You Feel?

We are interested in learning more about how menopause and the medications you are taking affect the quality of your life. Please circle the number which best describes how often you experience the symptoms listed and to what extent those symptoms diminish the quality of your life.

	Symptom
	How Often
	Interferes with the Quality of Your Life

	
	1
=
Never

2
=
Occasionally

3
=
Frequently
	1
=
Not at all

2
=
Tolerable

3
=
Unbearable

	Hot Flashes
	1       2       3
	1         2         3

	Night Sweats
	1       2       3
	1         2         3

	Sleep Problems
	1       2       3
	1         2         3

	Problems Concentrating or Remembering
	1       2       3
	1         2         3

	Inadequate Energy Reserve
	1       2       3
	1         2         3

	Bladder/Urinary Discomfort
	1       2       3
	1         2         3

	Vaginal Dryness
	1       2       3
	1         2         3

	Vaginal Discharge
	1       2       3
	1         2         3

	Vaginal Bleeding
	1       2       3
	1         2         3

	Loss of Sexual Desire
	1       2       3
	1         2         3

	Painful Sexual Intercourse
	1       2       3
	1         2         3

	Depression/Sadness
	1       2       3
	1         2         3

	Tension/Nervousness
	1       2       3
	1         2         3

	Mood Swings
	1       2       3
	1         2         3

	Headaches
	1       2       3
	1         2         3

	Bloating
	1       2       3
	1         2         3

	Swelling of Hands or Feet
	1       2       3
	1         2         3

	Breast Tenderness
	1       2       3
	1         2         3

	Palpitations (racing heart)
	1       2       3
	1         2         3

	Chest Pain with Exertion
	1       2       3
	1         2         3

	Fear of Heart Disease
	1       2       3
	1         2         3

	Fear of Osteoporosis
	1       2       3
	1         2         3

	Fear of breast cancer recurrence
	1       2       3
	1         2         3

	Other
	1       2       3
	1         2         3


Overall Assessment of the Quality of Your Life Based on the Above Answers:   (Please Circle One)

Good
Acceptable
Unbearable

Name

Date

Comment:


