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	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	הקדמה

	...

	  מידע חשוב לעיונך:

· לא ידוע האם התרופה בטוחה או יעילה 
     לטיפול בגברים הסובלים מחוסר בהורמון 
     הטסטוסטרון (היפוגונדיזם) הנובע מהזדקנות. 
...
· על נשים וילדים להימנע ממגע עם המטופל 
באזור שעליו נמרח הג'ל ונותר חשוף או לא 
שטוף, בכדי להוריד את הסיכון שבמעבר 
התכשיר אליהם (ראה סעיף 4, תופעות לוואי).    
על מנת להוריד את הסיכון להעברה משנית כזו
של הג'ל מגוף המטופל לאחרים יש לעקוב אחר

השלבים הבאים:

· מרח את הג'ל רק באזורים בגוף שחולצה 
קצרה (T-Shirt) מכסה. אזורים אלה הם 
אזור הכתפיים, החלק העליון של הזרועות או
הבטן.  
· לאחר מריחת הג'ל רחץ מיד ידיים במים 
ובסבון.
· כסה את האזור המרוח בבגד, לאחר 
שהתייבש. השאר את האזור מכוסה עד 
לשטיפתו היטב או עד לאחר מקלחת.  
· לפני שמתרחש מגע פיזי של עורך עם עור 
של אדם אחר, יש לרחוץ את אזור מריחת 
הג'ל היטב עם מים וסבון. 
· אם אישה או אם ילד באים במגע עם אזור 
בגוף שעליו נמרח הג'ל, עליהם לרחוץ היטב 
באופן מידי את אזור המגע בגופם עם מים 
וסבון.


	אין להשתמש בתרופה אם
	...

	...
· הנך בהריון, מנסה להיכנס להריון או מניקה 
     (ראי סעיף הריון והנקה).


	לפני הטיפול בטסטומקס ,ספר לרופא אם:
	אם הינך סובל או סבלת בעבר מליקוי בתיפקוד מערכת הנשימה (אסתמה), הלב ו/או כלי דם (יתר לחץ דם), הכבד, הכליה/מערכת השתן, מערכת העצבים-בחולים הסובלים מאפילפסיה או מיגרנה, במקרים של סיכון לרמות גבוהות של סידן בדם ובשתן עקב מחלת סרטן, חולים במשקל יתר.
	· יש לך סרטן השד.
· קיימת אבחנה או קיים חשד לסרטן הערמונית.
· הנך סובל מבעיות במערכת השתן עקב בלוטת 
ערמונית מוגדלת.
· הנך סובל מליקוי בתפקוד הלב.
· הנך סובל מליקוי בתפקוד הכבד או הכליה.
· הנך סובל מקשיי נשימה בזמן שינה (דום נשימה בשינה).
· הנך סובל מכל בעיה רפואית אחרת.


	אזהרות נוספות:
	...

	...
· לא ידוע האם השימוש בטסטומקס בטוח או יעיל 
לילדים הצעירים מגיל 18. שימוש לא נכון 

בטסטומקס עלול להשפיע על גדילת העצמות 

אצל ילדים.
· יש להימנע מעישון או מאש עד לייבושו של הג'ל 
על העור. טסטומקס הינו חומר דליק עד לייבושו.  
 

	הריון והנקה:
	על נשים בהיריון או מניקות להימנע 

ממגע עם התרופה.
במקרה של מגע, יש לשטוף מיד את אזור המגע עם מים וסבון.
	התרופה אסורה לשימוש בנשים בהריון, המנסות 
להיכנס להריון או מניקות.
על נשים בהיריון, המנסות להיכנס להריון או מניקות להימנע ממגע עם התרופה או עם האזור עליו נמרח הג'ל, התרופה עלולה לפגוע בעובר או בתינוק היונק. במקרה של מגע, יש לשטוף מיד את אזור המגע עם
מים וסבון.


	עישון

	...

	יש להימנע מעישון או מאש עד לייבושו של הג'ל על העור. טסטומקס הינו חומר דליק עד לייבושו.

	כיצד תשתמש בתרופה?
	...
מינון מקובל בהעדר הוראה אחרת מרופא: 5 גרם ג'ל (50 מ"ג טסטוסטרון) פעם ביום, בזמן קבוע, רצוי בשעות הבוקר.
...
יש למרוח את הג'ל על אזור הכתפיים, הזרועות ו/או הבטן, כשהעור יבש, נקי ובריא.
...

אין למרוח טסטומקס על אזור איברי המין, מכיוון שתכולת האלכוהול בתרופה עלולה לגרום לגירוי מקומי
...

רצוי להמתין 6 שעות מזמן מריחת הג'ל עד למקלחת. לעיתים ניתן להסתפק בהמתנה של 1-6 שעות עד למקלחת.

	...
המינון המקובל בדרך כלל הוא 5 גרם ג'ל (50 מ"ג טסטוסטרון) פעם ביום, בזמן קבוע רצוי בשעות הבוקר.
...
הוראות פתיחה:

· קרע את האריזה לאורך הקו. יש ללחוץ מתחתית 
השקית כלפי מעלה.
· יש ללחוץ על השקית על מנת להוציא את כל הג'ל לכף ידך ולמרוח במקומות המיועדים. ניתן גם למרוח את הג'ל על האזורים המיועדים ישירות מהשקית.
...

יש למרוח את הג'ל כשהעור יבש, נקי ובריא (לא סדוק) באזור הכתפיים, בחלק העליון של הזרועות או בבטן.
...
אין למרוח טסטומקס על איברי גוף אחרים כגון איברי המין, החזה, בתי השחי, הברכיים או הגב.

...

יש להימנע ממקלחת, משחייה או מרחצה  למשך 5 שעות לפחות מזמן מריחת הג'ל. 
יש להימנע מעישון או מאש עד לייבושו של הג'ל על העור. טסטומקס הינו חומר דליק עד לייבושו.

	בדיקות ומעקב
	בתקופת טיפול ממושך עם תרופה זו יש לערוך בדיקות דם.

יש לבצע בדיקות של הערמונית לפני הטיפול ובמהלכו בהתאם להמלצת הרופא.
	הרופא המטפל יפנה אותך לבדיקות דם לפני התחלת הטיפול ובמהלכו.
יש לבצע בדיקות לגילוי סרטן הערמונית או כל בעיה אחרת בערמונית לפני הטיפול ובמהלכו בהתאם להמלצת הרופא.


	תופעות לוואי  
יש להפסיק את השימוש ולפנות מיד לרופא אם: 


	גירוי בכל הגוף, גידול הערמונית, קשיים במתן שתן, האדמת הפנים והצוואר, הצהבת העור, תגובות עוריות חמורות, שינויים ברמות האלקטרוליטים, ירידה בכמות הזרע, זיקפה תכופה וממושכת (נדיר): הפסק את הטיפול ופנה לרופא.
	· מופיעים הסימנים והתסמינים הבאים של 
התבגרות מינית מוקדמת בילדים שנחשפו בטעות לתכשיר בעקבות מגע עם גברים המטופלים 
בתכשיר זה: פין או דגדגן מוגדלים, הופעה 
מוקדמת של שיער ערווה, זיקפה מוגברת או חשק 
מיני מוגבר והתנהגות תוקפנית.
· מופיעים הסימנים והתסמינים הבאים אצל נשים שנחשפו בטעות לתכשיר בעקבות מגע עם גברים המטופלים בתכשיר זה: שינויים בשיעור הגוף, החמרה משמעותית באקנה.


	יש לפנות מיד לרופא אם:
	כאבי שרירים, בחילות, הפרעות בנשימה כולל הפרעות בנשימה במהלך השינה.
אי שקט, עצבנות עליה במשקל (נדיר): פנה לרופא על מנת שיתאים לך את המינון.
	· הנך כבר סובל מהגדלה של בלוטת הערמונית – 
ייתכן ותסבול מהחמרה בתסמינים במשך הטיפול בתכשיר. התסמינים לכך כוללים: השתנה מוגברת בלילה, קושי במתן שתן, תכיפות ודחיפות במתן 
שתן, דליפת שתן, אצירת שתן או זרימת שתן 
מוחלשת. 
· עלייה בסיכון אפשרי לחלות בסרטן הערמונית.
· ישנם קרישי דם ברגליים או בריאות. התסמינים 
לקרישי דם ברגליים כוללים: כאבים, נפיחות 
ואדמומיות. התסמינים לקרישי דם בריאות כוללים 
קשיים בנשימה או כאבים בחזה.
· עלייה בסיכון לקבלת התקף לב או שבץ.
· ירידה בכמות הזרע
· במקרים של נפיחות (בצקת) של הקרסוליים, 
· רגליים או הגוף עם או ללא אי ספיקת לב
· שדיים מוגדלים או כואבים
· קשיי נשימה במהלך השינה 
(דום נשימה – sleep apnea)


	תופעות הלוואי השכיחות ביותר כוללות:
	...
	גירוי באזור הטיפול, אקנה, שינויים בתוצאות בדיקות 
מעבדה ועלייה ב-PSA  (PSA=Prostate Specific Antigen - בדיקת אנטיגן סגולי של הערמונית).
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	Introduction 


	---
	INDICATIONS AND USAGE

· Safety and efficacy of Testosterone gel in me n with age -related hypogonadism have not been established. (1)
…
DOSAGE AND ADMINISTRATION

· Prior to initiating Testosterone gel, confirm the diagnosis of hypogonadism by ensuring that serum testosterone has been measured in the morning on at least two separate days and that these concentrations are below the normal range (2).

…
WARNINGS AND PRECAUTIONS
· Some postmarketing studies have shown an increased risk of myocardial infarction and stroke associate d with use of testosterone re placement therapy (5.5).

…

WARNING: SECONDARY EXPOSURE TO TESTOSTERONE

· Virilization has been reported in children who were secondarily exposed to Testosterone gel [see Warnings and Precautions (5.2) and Adverse Reactions (6.2)].
· Children should avoid contact with any unwashed or unclothed application sites in men using Testosterone gel [see Dosage and Administration (2.2), Warnings and Precautions (5.2)].

	Indications and usage
	Testosterone replacement therapy for male hypogonadism when testosterone deficiency has been confirmed by clinical features and biochemical tests (see 4.4 Special warnings and precautions for use).
Testomax is not indicated for use in children and has not been evaluated clinically in males under 18 years of age.

	Limitations of use:
· Safety and efficacy of Testosterone gel in men with "age-related hypogonadism" (also referred to as "late-onset hypogonadism") have not been established.

· Safety and efficacy of Testosterone gel in males less than 18 years old have not been established [see Use in Specific Populations (8.4)].

· Topical testosterone products may have different doses, strengths, or application instructions that may result in different systemic exposure. (1, 12.3)

	Dosing and Dose Adjustment
	The recommended dose is 5 g of gel (i.e. 50 mg of testosterone) applied once daily, at about the same time, preferably in the morning. The daily dose should be adjusted by the doctor depending on the clinical or laboratory response in individual patients, not exceeding 10 g of gel per day. The adjustment of posology should be achieved by 2.5g of gel steps.
The application should be administrated by the patient himself, onto clean, dry, healthy skin over either shoulders, or both arms or abdomen.
	The recommended starting dose of Testosterone gel is 50 mg of testosterone (two 25 mg packets or one 50 mg packet), applied topically once daily in the morning to the shoulders and upper arms and/or abdomen area (preferably at the same time every day).

Dose Adjustment
To ensure proper dosing, serum testosterone levels should be measured at intervals. If the serum testosterone concentration is below the normal range, the daily Testosterone gel dose may be increased from 50 mg to 75 mg and from 75 mg to 100 mg for adult males as instructed by the physician. If the serum testosterone concentration exceeds the normal range, the daily Testosterone gel dose may be decreased. If the serum testosterone concentration consistently exceeds the normal range at a daily dose of 50 mg, Testosterone gel therapy should be discontinued. In addition, serum testosterone concentration should be assessed periodically.

	Administration Instructions
	The application should be administrated by the patient himself, onto clean, dry, healthy skin over either shoulders, or both arms or abdomen.

After opening the sachets, the total contents must be extracted from the sachet and applied immediately onto the skin. The gel has just to be simply spread on the skin gently as a thin layer. It is not necessary to rub it on the skin.  Allow drying for at least 3-5 minutes before dressing .Wash hands with soap and water after application.

Do not apply to the genital areas as the high alcohol content may cause local irritation.


	Testosterone gel should be applied to clean, dry, healthy, intact skin of the right and left upper arms/shoulders and/or right and left abdomen. Area of application should be limited to the area that will be covered by the patient’s short sleeve T- shirt. Do not apply Testosterone gel to any other part of the body including the genitals, chest, armpits (axillae), knees, or back. Testosterone gel should be evenly distributed between the right and left upper arms/shoulders or both sides of the abdomen.

The prescribed daily dose of Testosterone gel should be applied to the right and left upper arms /shoulders and/or right/left abdomen as shown in the shaded areas in the figure below.

After applying the gel, the application site should be allowed to dry prior to dressing. Hands should be washed with soap and water after Testosterone gel has been applied. Avoid fire, flames or smoking until the gel has dried since alcohol based products, including Testosterone gel, are flammable.
The patient should be advised to avoid swimming or showering for at least 5 hours after the application of Testosterone gel.

Packets
The entire contents should be squeezed into the palm of the hand and immediately applied to the application sites. Alternately, patients may squeeze a portion of the gel from the packet into the palm of the hand and apply to application sites. Repeat until entire contents have been applied.
Strict adherence to the following precautions is advised in order to minimize the potential for secondary exposure to testosterone from Testosterone gel-treated skin:
· Children and women should avoid contact with unwashed or unclothed application site(s) of men using Testosterone gel.

· Patients should wash their hands immediately with soap and water after applying Testosterone gel.
· Patients should cover the application site(s) with clothing (e.g., a T-shirt) after the gel has dried.

· Prior to any situation in which skin-to-skin contact with the application site is anticipated, patients should wash the application site(s) thoroughly with soap and water to remove any testosterone residue.

· In the event that unwashed or unclothed skin to which Testosterone gel has been applied comes in direct contact with the skin of another person, the general area of contact on the other person should be washed with soap and water as soon as possible.


	Contraindications 
	· In cases of known or suspected prostatic cancer or breast 
carcinoma.
· In cases of known 
hypersensitivity to testosterone 

or any other constitutes of the 

gel.
	· Testosterone gel is contraindicated in men with carcinoma of the breast or known or suspected carcinoma of the prostate [see Warnings and Precautions (5.1), Adverse Reactions (6.1), and Nonclinical Toxicology (13.1)].

· Testosterone gel is contraindicated in women who are or may become pregnant, or who are breastfeeding. Testosterone gel may cause fetal harm when administered to a pregnant woman. Testosterone gel may cause serious adverse reactions in nursing infants. Exposure of a female fetus or nursing infant to androgens may result in varying degrees of virilization. Pregnant women or those who may become pregnant need to be aware of the potential for transfer of testosterone from men treated with Testosterone gel. If a pregnant woman is exposed to Testosterone gel, she should be apprised of the potential hazard to the fetus [see Warnings and Precautions (5.2) and Use in Specific Populations (8.1, 8.3)].


	Warnings And Precautions
	Careful and regular monitoring of the prostate gland and breast must be performed  in accordance with recommended methods (digital rectal examination and estimation of serum PSA) in patients receiving testosterone therapy at least once yearly and twice yearly in elderly patients and at risk patients (those with clinical or familial factors).

Androgens may accelerate the progression of sub-clinical prostatic cancer and benign prostatic hyperplasia. 
If no precaution is taken, testosterone gel can be transferred to other persons by close skin to skin contact, resulting in increased testosterone serum levels and possibly adverse effects (e.g. growth of facial and/or body hair, deepening of the voice, irregularities of the menstrual cycle) in case of repeat contact (inadvertent androgenization).

The physician should inform the patient carefully about the risk of testosterone transfer and about safety instructions (see below). Testomax should not be prescribed in patients with a major risk of non-compliance with safety instructions (e.g. severe alcoholism, drug abuse, severe psychiatric disorders).
---
Pregnant women must avoid any contact with Testomax application sites. In case of pregnancy of the partner, the patient must reinforce his attention to the precautions for use.
In Patients suffering from severe cardiac, hepatic or renal insufficiency, treatment with Testomax may cause severe complications characterized by oedema with or without congestive cardiac failure. In this case, treatment must be stopped immediately.

Gynecomastia, which may be persistent, is a common finding in patients treated for hypogonadism.
There are publisher reports on increased risk of sleep apnea in hypogonadal patients treated with testosterone esters, especially in those with risk factors such as obesity and chronic respiratory disease. 

Beside laboratory tests of the testosterone concentrations in patients on long-term androgen therapy the following laboratory parameters should be checked periodically: hemoglobin, haematocrit (to detect polycythaemia), liver function tests, and determination of lipids profile.
Testomax should be used with caution in cancer patients at risk of hypercalcaemia (and associated hypercalciuria), due to bone metastases. Regular monitoring of serum calcium concentrations is recommended in these patients.

Androgens may decrease levels of thyroxin binding globulin, resulting in decreased T4 serum concentrations and in increased resin uptake of T3 and T4. Free thyroid hormone levels, however, remain unchanged and there is no clinical evidence of thyroid insufficiency. 


	Worsening of Benign Prostatic Hyperplasia (BPH) and Potential Risk of Prostate Cancer
· Patients with BPH treated with androgens are at an increased risk for worsening of signs and symptoms of BPH. Monitor patients with BPH for worsening signs and symptoms.
· Patients treated with androgens may be at increased risk for prostate cancer. Evaluate patients for prostate cancer prior to initiating and during treatment with androgens [see Contraindications (4), Adverse reactions (6.1) and Nonclinical Toxicology (13.1)].
Potential for Secondary Exposure to Testosterone

Cases of secondary exposure resulting in virilization of children have been reported in postmarketing surveillance. Signs and symptoms have included enlargement of the penis or clitoris, development of pubic hair, increased erections and libido, aggressive behavior, and advanced bone age. In most cases, these signs and symptoms regressed with removal of the exposure to Testosterone gel. In a few cases, however, enlarged genitalia did not fully return to age-appropriate normal size, and bone age remained modestly greater than chronological age. The risk of transfer was increased in some of these cases by not adhering to precautions for the appropriate use of Testosterone gel. Children and women should avoid contact with unwashed or unclothed application sites in men using Testosterone gel [see Dosage and Administration (2.2), Use in Specific Populations (8.1) and Clinical Pharmacology (12.3)].
Inappropriate changes in genital size or development of pubic hair or libido in children, or changes in body hair distribution, significant increase in acne, or other signs of virilization in adult women should be brought to the attention of a physician and the possibility of secondary exposure to Testosterone gel should also be brought to the attention of a physician. Testosterone gel should be promptly discontinued until the cause of virilization has been identified.
· Polycythemia
Increases in hematocrit, reflective of increases in red blood cell mass, may require lowering or discontinuation of testosterone. Check hematocrit prior to initiating treatment. It would also be appropriate to re-evaluate the hematocrit 3 to 6 months after starting treatment, and then annually. If hematocrit becomes elevated, stop therapy until hematocrit decreases to an acceptable concentration. An increase in red blood cell mass may increase the risk of thromboembolic events.
· Venous Thromboembolism
There have been postmarketing reports of venous thromboembolic events, including deep vein thrombosis (DVT) and pulmonary embolism (PE), in patients using testosterone products, such as Testosterone gel. Evaluate patients who report symptoms of pain, edema, warmth and erythema in the lower extremity for DVT and those who present with acute shortness of breath for PE. If a venous thromboembolic event is suspected, discontinue treatment with Testosterone gel and initiate appropriate workup and management [see Adverse Reactions (6.2)].
· Cardiovascular Risk
Long term clinical safety trials have not been conducted to assess the cardiovascular outcomes of testosterone replacement therapy in men. To date, epidemiologic studies and randomized controlled trials have been inconclusive for determining the risk of major adverse cardiovascular events (MACE), such as non-fatal myocardial infarction, non-fatal stroke, and cardiovascular death, with the use of testosterone compared to non-use. Some studies, but not all, have reported an increased risk of MACE in association with use of testosterone replacement therapy in men. Patients should be informed of this possible risk when deciding whether to use or to continue to use Testosterone gel.
· Us e in Women
Due to lack of controlled evaluations in women and potential virilizing effects, Testosterone gel is not indicated for use in women [see Contraindications (4) and Use in Specific Populations (8.1, 8.3)].
· Potential for Adverse Effects on Spermatogenesis
At large doses of exogenous androgens, including Testosterone gel; spermatogenesis may be suppressed through feedback inhibition of pituitary follicle-stimulating hormone (FSH) which could possibly lead to adverse effects on semen parameters including sperm count.
· Hepatic Adverse Effects
Prolonged use of high doses of orally active 17-alpha-alkyl androgens (e.g., methyltestosterone) has been associated with serious hepatic adverse effects (peliosis hepatis, hepatic neoplasms, cholestatic hepatitis, and jaundice). Peliosis hepatis can be a life-threatening or fatal complication. Long-term therapy with intramuscular testosterone enanthate has produced multiple hepatic adenomas. Testosterone gel is not known to produce these adverse effects.
· Edema
Androgens, including Testosterone gel, may promote retention of sodium and water. Edema with or without congestive heart failure may be a serious complication in patients with preexisting cardiac, renal, or hepatic disease [see Adverse Reactions (6.2)].
· Gynecomastia
Gynecomastia may develop and may persist in patients being treated with androgens, including Testosterone gel, for hypogonadism.

· Sleep Apnea
The treatment of hypogonadal men with testosterone products may potentiate sleep apnea in some patients, especially those with risk factors such as obesity or chronic lung diseases [see Adverse Reactions (6.2)].
· Lipids
Changes in serum lipid profile may require dose adjustment or discontinuation of testosterone therapy.
· Hypercalcemia
Androgens, including Testosterone gel, should be used with caution in cancer patients at risk of hypercalcemia (and associated hypercalciuria). Regular monitoring of serum calcium concentrations is recommended in these patients.

· Decreased Thyroxine-binding Globulin
Androgens, including Testosterone gel, may decrease levels of thyroxin-binding globulin, resulting in decreased total T4 serum concentrations and increased resin uptake of T3 and T4. Free thyroid hormone concentrations remain unchanged, however, and there is no clinical evidence of thyroid dysfunction.
· Flammability
Alcohol based products including Testosterone gel are flammable; therefore patients should be advised to avoid fire, flame or smoking until the Testosterone gel has dried.

	Adverse Reactions
	The most frequently observed drug reactions at the recommended dosage of 5 g of gel per day were skin reactions (10%): reaction at the application site, erythema, acne, dry skin.

Adverse reactions reported in 1 - <10% of patients treated with Testomax in the controlled clinical trials are listed in the following table:

Organ system class

Common adverse reactions >1/100,<1/10)

Blood and lymphatic system disorders

Changes in laboratory tests 
(polycythaemia, lipids)

General disorders and administration site conditions

Headache

Renal and urinary disorders

Prostatic disorders

Reproductive system and breast disorders

Gynaecomastia, mastodynia

Nervous system disorders

Dizziness, paraesthesia, amnesia, 
hyperaesthesia

Psychiatric disorders

Mood disorders

Vascular disorders

Hypertension

Gastro-intestinal disorders

Diarrhoea

Skin and subcutaneous disorders

Alopecia, urticaria

*Gynecomastia, which may be persistent, is a common finding in patients treated for hypogonadism.
According to the literature, other known undesirable effects have been reported following testosterone oral or injectable treatment and are listed in the following table:
Organ system

Adverse reactions

Metabolism and nutrition disorders

Weight gain, electrolyte changes 
(retention of sodium, chloride, potassium, calcium, inorganic phosphate and water) during high dose and/or prolonged treatment

Musculoskeletal system

Muscle cramps

Nervous system

Nervousness, depression, hostility

Respiratory system

Sleep apnoea

Hepatobiliary disorders

In very rare cases jaundice and liver 
function test abnormalities

Skin and appendages

Various skin reactions may occur including acne, seborrhoea, and balding

Reproductive system and breast disorders

Libido changes, increased 
frequency of erections; therapy with high doses of testosterone preparations commonly reversibly interrupts or reduces spermatogenesis, thereby reducing the size of the testicles;  testosterone replacement therapy of hypogonadism can in rare cases 
cause persistent, painful erections (priapism), prostate abnormalities, prostate cancer*, urinary obstruction

General disorders and administration site conditions

High dose or long-term administration of testosterone occasionally increases the 
occurrences of water retention and oedema; hypersensitivity 
reactions may occur.


	Table 1: Adverse Reactions to Testosterone Gel in the 180 Day Controlled Clinical Trial
                                     Dose of Testosterone

Adverse Reaction 

50 mg 

75 mg 

100 mg 

N = 77 

N = 40 

N = 78 

Acne 

1% 

3% 

8% 

Alopecia 

1% 

0% 

1% 

Application Site Reaction 

5% 

3% 

4% 

Asthenia 

0% 

3% 

1% 

Depression 

1% 

0% 

1% 

Emotional Lability 

0% 

3% 

3% 

Gynecomastia 

1% 

0% 

3% 

Headache 

4% 

3% 

0% 

Hypertension 

3% 

0% 

3% 

Abnormal Lab Tests * 

6% 

5% 

3% 

Libido Decreased 

0% 

3% 

1% 

Nervousness 

0% 

3% 

1% 

Pain Breast 

1% 

3% 

1% 

Prostate Disorder** 

3% 

3% 

5% 

Testis Disorder*** 

3% 

0% 

0% 

Other less common adverse reactions, reported in fewer than 1% of patients included: amnesia, anxiety, discolored hair, dizziness, dry skin, hirsutism, hostility, impaired urination, paresthesia, penis disorder, peripheral edema, sweating, and vasodilation.
In this 180 day clinical trial, skin reactions at the site of application were reported with testosterone gel, but none was severe enough to require treatment or discontinuation of drug.
Six patients (4%) in this trial had adverse reactions that led to discontinuation of testosterone gel. These reactions included: cerebral hemorrhage, convulsion, depression, sadness, memory loss, elevated prostate specific antigen, and hypertension. No patients on testosterone gel discontinued due to skin reactions.

In a separate uncontrolled pharmacokinetic study of 10 patients, two had adverse reactions; these were asthenia and depression in one patient and increased libido and hyperkinesia in the other.
Adverse Reaction
Percent of Subjects  

(N = 162) 

Abnormal Lab Tests+ 

9.3 

Skin dry 

1.9 

Application Site Reaction 

5.6 

Acne 

3.1 

Pruritus  

1.9 

Enlarged Prostate 

11.7 

Carcinoma of Prostate 

1.2 

Urinary Symptoms* 

3.7 

Testis Disorder** 

1.9 

Gynecomastia  

2.5 

Anemia  

2.5 

…
Discontinuation for adverse reactions in this study included: two patients with application site reactions, one with kidney failure, and five with prostate disorders (including increase in serum PSA in 4 patients, and increase in PSA with prostate enlargement in a fifth patient).
…

Table 3: Adverse Reactions from Postmarketing Experience of Testosterone Gel by MedDRA System Organ Class
Blood and the lymphatic system disorders: 

Elevated Hgb, Hct (polycythemia) 

Cardiovascular disorders:
Myocardial infraction, stroke
Endocrine disorders: 

Hirsutism 

Gastrointestinal disorders: 

Nausea 

General disorders and administration site reactions: 

Asthenia, edema, malaise 

Genitourinary disorders: 

Impaired urination 

Hepatobiliary disorders: 

Abnormal liver function tests (e.g., transaminases, elevated GGTP, bilirubin) 

Investigations: 

Elevated PSA, electrolyte changes (nitrogen, calcium, potassium, phosphorus, sodium), changes in serum lipids (hyperlipidemia, elevated triglycerides, decreased HDL), impaired glucose tolerance, fluctuating testosterone levels, weight increase 

Neoplasms benign, malignant and unspecified (cysts and polyps): 

Prostate cancer 

Nervous system: 

Headache, dizziness, sleep apnea, insomnia 

Psychiatric disorders: 

Depression, emotional lability, decreased libido, nervousness, hostility, amnesia, anxiety 

Reproductive system and breast disorders: 

Gynecomastia, mastodynia, prostatic enlargement, testicular atrophy, oligospermia, priapism (frequent or prolonged erections) 

Respiratory disorders: 

Dyspnea 

Skin and subcutaneous tissue disorders: 

Acne, alopecia, application site reaction (pruritus, dry skin, erythema, rash, discolored hair, paresthesia), sweating 

Vascular disorders: 

Hypertension, vasodilation (hot flushes), venous thromboembolism 

Secondary Exposure to Testosterone in Children
Cases of secondary exposure to testosterone resulting in virilization of children have been reported in postmarket surveillance. Signs and symptoms of these reported cases have included enlargement of the clitoris (with surgical intervention) or the penis, development of pubic hair, increased erections and libido, aggressive behavior, and advanced bone age. In most cases with a reported outcome, these signs and symptoms were reported to have regressed with removal of the testosterone gel exposure. In a few cases, however, enlarged genitalia did not fully return to age appropriate normal size, and bone age remained modestly greater than chronological age. In some of the cases, direct contact with the sites of application on the skin of men using testosterone gel was reported. In at least one reported case, the reporter considered the possibility of secondary exposure from items such as the testosterone gel user’s shirts and/or other fabric, such as towels and sheets [see Warnings and Precautions (5.2)].

	Drug Interactions
	Improved insulin sensitivity may occur in patients treated with androgens, who achieve normal testosterone plasma concentration following replacement therapy.
	Changes in insulin sensitivity or glycemic control may occur in patients treated with androgens. In diabetic patients, the metabolic effects of androgens may decrease blood glucose and, therefore, may decrease insulin requirements.

	Use In Specific Populations
	Testomax is intended for use by men only.
Testomax is not indicated in pregnant or breast feeding women. No clinical trials have been conducted with this treatment in women.
Pregnant women must avoid any contact with Testomax application sites (see section 4.4). This product may have adverse virilizing effects on the fetus. In the event of contact, wash with soap and water as soon as possible.
Testomax is not indicated for use in children and has not been evaluated clinically in males under 18 years of age.
	Pregnancy
Testosterone gel is contraindicated during pregnancy or in women who may become pregnant. Testosterone is teratogenic and may cause fetal harm. Exposure of a female fetus to androgens, such as testosterone, may result in varying degrees of virilization. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential hazard to a fetus.
Nursing Mothers
Although it is not known how much testosterone transfers into human milk, testosterone gel is contraindicated in nursing women because of the potential for serious adverse reactions in nursing infants. Testosterone and other androgens may adversely affect lactation. [see Contraindications (4)].
Pediatric Use
Safety and efficacy of testosterone gel in pediatric males less than 18 years old has not been established. Improper use may result in acceleration of bone age and premature closure of epiphyses.
Geriatric Use
There have not been sufficient numbers of geriatric patients involved in controlled clinical studies utilizing testosterone gel to determine whether efficacy in those over 65 years of age differs from younger subjects. Additionally, there is insufficient long-term safety data in geriatric patients to assess the potential risks of cardiovascular disease and prostate cancer. 

Geriatric patients treated with androgens may also be at risk for worsening of signs and symptoms of BPH.


	Overdose 
	Only one case of acute testosterone overdose following an injection has been reported in the literature. This was a case of a cerebrovascular accident in a patient with high plasma testosterone concentration of 114ng/ml (395nmol/l). It would be most unlikely that such plasma concentration be achieved using the transdermal route.
	Treatment of overdosage would consist of discontinuation of testosterone gel, washing the application site with soap and water, and appropriate symptomatic and supportive care.
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