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IN THE UNITED STATES DISTRICT COURT 
EASTERN DISTRICT OF TENNESSEE 

AT CHATTANOOGA 

 

AMERICAN COLLEGE OF 
PEDIATRICIANS, on behalf of itself and 
its members; 
CATHOLIC MEDICAL ASSOCIATION, 
on behalf of itself and its members; and 
JEANIE DASSOW, M.D.;  

Plaintiffs, 

v. 

XAVIER BECERRA, in his official capacity 
as Secretary of the United States 
Department of Health and Human Services; 
UNITED STATES DEPARTMENT OF 
HEALTH AND HUMAN SERVICES; 
LISA J. PINO, in her official capacity as 
Director of the Office for Civil Rights of the 
U.S. Department of Health and Human 
Services; and OFFICE FOR CIVIL 
RIGHTS OF THE U.S. DEPARTMENT 
OF HEALTH AND HUMAN SERVICES, 

Defendants. 
 

 
 
 
 
 

Civil Action No. 1:21-cv-195 

 

DECLARATION OF QUENTIN VAN METER, M.D. 

I, QUENTIN VAN METER, M.D., pursuant to 28 U.S.C. § 1746, hereby 

declare as follows 

1. I am over eighteen years of age and make this declaration on personal 

knowledge. If called as a witness, I could and would testify competently to the 

matters set for herein.  

2. Currently, I am the President of the American College of Pediatricians 

(“ACPeds”). Given my involvement in ACPeds, I am familiar with the organization’s 

history, the issues confronting it, the views of the organization, and its members’ 

views and medical practices, including with respect to the gender identity mandate 
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(under Section 1557 or the 2016 Grants Rule) and its implications on medical 

practice at issue in this litigation. 

3. I am a pediatric endocrinologist. In 1969 I graduated from the College of 

William and Mary. I attended the Medical College of Virginia and received my 

medical degree in 1973.  

4. I did a pediatric internship in 1973, and a pediatric residency from 1974 to 

1976, at the Naval Regional Medical Center in Oakland, through the University of 

California, San Francisco.  

5. I completed a pediatric endocrinology fellowship from 1978 to 1980 at The 

Johns Hopkins Hospital.  

6. I worked as a staff pediatric endocrinologist at the Naval Hospital in San 

Diego from 1980 to 1986. 

7. I was Chairman and Director of the residency training program at the 

Naval Hospital Oakland from 1986 to 1991.   

8. In 1991, I retired from a 20-year career in the Navy Medical Corps and 

moved to the Atlanta area where I joined the Fayette Medical Clinic as a 

Pediatrician and Pediatric Endocrinologist.   

9. To better serve the ever-expanding population of pediatric patients with 

endocrine disorders, I developed a full-time endocrine practice, today called Van 

Meter Pediatric Endocrinology, P.C.   

10. I am also an adjunct associate professor of Pediatrics at Emory University 

School of Medicine and an Associate Clinical Professor of Pediatrics at Morehouse 

Schools of Medicine.  

11. I have campaigned around the world to educate health care professionals 

about the harm of affirmation of gender incongruence. 

12. I and my wife of almost 50 years are active members of the parish of the 

Cathedral of Christ the King in Atlanta, where I am a member of the choir. 
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13. I am a member of the Catholic Medical Association. 

14. I am not a member of the Christian Medical & Dental Associations. 

15. Many members of ACPeds are not members of the Christian Medical & 

Dental Associations. 

I. American College of Pediatricians and its membership. 

16. ACPeds is a Tennessee not-for-profit corporation. In 2002, ACPeds was 

incorporated in Tennessee with its initial office located within this judicial district 

in Bristol, Tennessee. Since then, ACPeds has filed annual reports with the 

Tennessee Secretary of State, and the corporation is currently in good standing with 

the State of Tennessee.  

17. ACPeds’ registered agent for service of process is located in the State of 

Tennessee. 

18. ACPeds’ membership includes more than 600 physicians and other 

healthcare professionals drawn from 47 different States across the nation.  

19. ACPeds has members within this judicial district and elsewhere in the 

State of Tennessee. 

20. Though its origins are in Tennessee, and it continues to maintain a 

presence in this State through its members, ACPeds is a national organization of 

pediatricians and other healthcare professionals dedicated to the health and well-

being of children. ACPeds has leadership and staff located throughout the country. 

Reflecting the current practices of modern virtual workplaces, it maintains a 

physical mailing address in Florida for administrative staff, although all staff work 

remotely.  

21. Most ACPeds’ members participate in health programs and activities 

receiving federal financial assistance. 
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22. Most ACPeds members treat patients who are members of federal 

healthcare programs such as Medicaid, Medicare, and CHIP, and are thus subject to 

Section 1557. 

23. Many ACPeds members also work in hospitals that receive HHS grants, 

and some provide services in clinics serving rural or underserved populations.  

24. Upon information and belief, the hospitals where ACPeds members provide 

care receive grants from HHS, as do the clinics serving rural or underserved 

populations.  

II. American College of Pediatricians’ and its members’ views. 

A. Introduction 

25. Consistent with the Hippocratic Oath, ACPeds’ mission is to enable all 

children to reach their optimal physical and emotional health and well-being from 

the moment of conception.  

26. ACPeds’ principles and activities are guided by the Hippocratic Oath and 

the similar traditions of the medical profession.  

27. ACPeds is a scientific medical association in which our members share and 

discuss medical research, emerging treatments and trends related to caring for 

children. ACPeds conducts literature reviews and researches the literature, 

including preparing various reports, testimonies, or publications. Some members 

also may conduct clinical research studies. 

28. Consistent with the Hippocratic Oath, ACPeds’ mission is to enable all 

children to reach their optimal physical and emotional health and well-being from 

the moment of conception. 

29. As a secular, scientific medical association, ACPeds’ views are not religious 

as such, although some ACPeds members have religious beliefs consistent with 

their and ACPeds’ scientific and medical ethics beliefs. ACPeds is welcoming both 

towards members who hold religious beliefs and towards those who do not. While 
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some of ACPeds’ individual members are religious, others are non-religious and 

identify with no organized religion. 

30. ACPeds and its members are dedicated to caring for all children regardless 

of their family structure, race, ethnicity, religious, ideology, sexual attractions, and 

gender identity. That commitment extends to caring for LGBTQ+ youth, parents, 

and families, including children who identify as a gender different from their 

biological sex; here I refer to such persons as “transgender youth” or “transgender-

believing youth.” 

31. ACPeds’ members care for transgender youth in a variety of ways ranging 

from setting broken bones, to conducting physicals, to treating acute and chronic 

illnesses. ACPeds is unaware of any of its members denying this critical, ordinary 

care to transgender youth. Anything less would be violation of the Hippocratic Oath 

and would also cause ACPeds to expel those members for not meeting our 

organization’s ethical standards. 

32. ACPeds and its members provide high-quality care to all people regardless 

of a given patient’s “internal sense of gender,” and believe that all people should be 

given the best medical care possible, regardless of their gender identity. 

33. ACPeds and its members understand how individual teachers, educators, 

physicians, and therapists may be well-meaning when they encounter children with 

symptoms of depression or anxiety, but it opposes actions that can sterilize children 

as a way to address their anxiety.  

34. ACPeds and its members sincerely believe that sex is a biological, 

immutable characteristic—a scientific reality, not a social construct.  

35. ACPeds and its members are dedicated to doing what is best for all patients 

regardless of their varying backgrounds. This does not mean we are bound to 

provide, recommend, or prescribe a treatment on demand. 
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36. The Hippocratic Oath acknowledges this, in requiring us to “do no harm” to 

patients, and in specifying such requirements as, “Neither will I administer a 

poison to anybody when asked to do so, nor will I suggest such a course,” the Oath 

requires.  The bar on “suggest[ing] such a course” also limits our members’ ability to 

refer patients for treatments they do not believe are in their patients’ best interests.  

B. Views on HHS’s gender identity mandate. 

37. HHS’s gender identity mandate (under Section 1557 or the 2016 Grants 

Rule) conflict with our organization’s foundational principles, and the core ethical 

beliefs of our members. The mandate violates our beliefs by requiring ACPeds’ 

members to provide gender-transition interventions, treat patients as if their sex is 

their gender identity and not their actual biological sex, and engage in speech 

affirming gender identity regardless of the doctors’ medical judgment and religious 

or ethical objections. 

38. ACPeds members are predominately pediatricians and specialists, 

including but not limited to pediatric surgeons, family medicine physicians and 

pediatricians who are dual certified in pediatrics and adult internal medicine.  

39. Many members have practices that may include adults, such as family 

medicine or internal medicine practices, or general surgery, and these practitioners 

object to these procedures for all adults as well as children. 

40. ACPeds members thus seek protection from HHS’s gender identity 

mandates for all aspects of their practices. 

41. The HHS gender identity mandate requires ACPeds’ members to engage in 

various practices to which our members object on medical and ethical grounds, 

including the following: 

a. Prescribing puberty blockers off-label from the FDA-approved 

indication, in order to treat gender dysphoria or for the diagnosis of 
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gender dysphoria, and initiate or further transition in adults, young 

adults, and children; 

b. Prescribing hormone therapies off-label from the FDA-approved 

indication, in order to treat gender dysphoria or for the diagnosis of 

gender dysphoria in adults, young adults, and children; 

c. Providing other continuing or pharmacologic interventions to further 

gender transitions ongoing in both adults, young adults, and minors; 

d. Performing hysterectomies or mastectomies on healthy women or 

healthy adolescent women who believe themselves to be men; 

e. Removing the non-diseased ovaries of healthy women or healthy 

adolescent women who believe themselves to be men; 

f. Removing the testicles of healthy men or healthy adolescent men who 

believe themselves to be women; 

g. Performing a process called “de-gloving” to remove the skin of a man’s 

penis and use it to create a faux vaginal opening; 

h. Removing vaginal tissue from women to facilitate the creation of a faux 

or cosmetic penis; 

i. Performing or participating in any of the above mutilating cosmetic 

procedures, or similar surgeries,1 in order to place a patient 

somewhere along the socially constructed gender identity spectrum; 

j. Offering to perform, provide, or prescribe any and all such 

interventions, procedures, services, or drugs; 

k. Referring patients for any and all such interventions, procedures, 

services, or drugs; 

 
1 Similar objectionable surgeries include orchiectomy and penectomy (removal of testicles and penis); 

clitoroplasty, labiaplasty, and vaginoplasty (creation of a clitoris, labia, and vagina); vulvectomy and 

vaginectomy (removal of vulva and vagina); and metoidioplasty and phalloplasty (creation of penis). 
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l. Ending or modifying the policies, procedures, and practices of ACPeds’ 

members to not refer for, offer, perform, or prescribe these procedures, 

drugs, and interventions;  

m. Saying in their professional opinions that these gender intervention 

procedures are the standard of care, are safe, are beneficial, are not 

experimental, or should otherwise be recommended;  

n. Treating patients according to gender identity and not sex;  

o. Expressing views on gender interventions that they do not share;  

p. Saying that sex is nonbinary or on a spectrum;  

q. Using language affirming any self-professed gender identity that does 

not correspond to biological sex;  

r. Using patients’ preferred pronouns according to gender identity, rather 

than using no pronouns or using pronouns based on biological sex; 

s. Creating medical records and coding patients and services according to 

gender identity not biological sex;  

t. Providing to the government assurances of compliance with the gender 

identity mandate, providing compliance reports, and posting notices of 

compliance in prominent physical locations;  

u. Refraining from expressing their medical, ethical, or religious views, 

options, and opinions to patients when those views disagree with 

gender identity theory or transitions; and  

v. Allowing patients to access single-sex programs and facilities, such as 

mental health therapy groups, breastfeeding support groups, post-

partum support groups, educational sessions, changing areas, 

restrooms, communal showers, and other single-sex programs and 

spaces, by gender identity and not by biological sex. 
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For ease of reference, these practices are referred to herein as the “objectionable 

practices.” 

 C. Views on human sexuality. 

42. ACPeds and its members have deep, substantial, science-based concerns 

about transgender interventions.  I use the term “transgender interventions” here to 

refer to medical procedures such as surgery, and drug regimens such as puberty-

blockers and hormone therapy, to facilitate a patient’s “transition” from the sex they 

have biologically to the opposite sex or to another gender (or genders) with which 

the patient identifies, which I also refer to as a condition called “gender dysphoria.” 

43. Human sexuality is an objective biological binary trait: “XY” and “XX” are 

genetic markers of sex—not genetic markers of a disordered body. The norm for 

human design is to be conceived either male or female with the obvious purpose 

being the reproduction and flourishing of our species. This principle is self-evident. 

Children who identify as “feeling like the opposite sex” or “somewhere in between” 

do not comprise a third sex. They remain biological boys or biological girls.2 

44. The idea that a child with gender dysphoria is born with a brain of the sex 

opposite that of the body is incorrect and biologically impossible, although this idea 

persists in the culture despite scientific objections by medical experts and 

researchers. Every cell of the human body contains identical copies of a person ’s sex 

chromosomes, and the brains of biologically normal infants are imprinted prenatally 

by their own endogenous sex hormones at eight weeks of age. 

 
2 For more details, see the ACPeds position statements, ACPeds, Sex is a Biological Trait of Medical 

Significance (March 2021), https://acpeds.org/position-statements/sex-is-a-biological-trait-of-medical-

significancehttps://acpeds.org/position-statements/sex-is-a-biological-trait-of-medical-significance, & 

ACPeds, Gender Dysphoria in Children (November 2018), https://acpeds.org/position-

statements/gender-dysphoria-in-childrenhttps://acpeds.org/position-statements/gender-dysphoria-in-

children.  
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45. Every infant boy is born with a brain imprinted by testosterone; every 

infant girl is born with a brain imprinted by estrogen. Brain studies of transgender 

adults that purport to show differences in brain microstructures are of notoriously 

poor quality and more than likely reflect the fact that long-term transgender 

behavior alters brain microstructures. The latter is known as the well-established 

phenomenon of neuroplasticity, whereby behavior alters the chemical and physical 

structure of the brain. However, these brain cells remain biologically male or 

female.  

46. Normalizing the myth of innate gender fluidity will cause psychological 

trauma to youth who are not confused about their gender identity. 

47. Disorders of sex development (DSD), commonly referred to as intersex 

conditions, do not demonstrate the contrary. Disorders of sex development are 

maladies in which normal sexual differentiation and function are disrupted. Some 

argue that disorders of sex development demonstrate the existence of more than 

two sexes. But disorders of sex development do not represent additional 

reproductive organs, gonads, or gametes. Thus, by definition, disorders of sex 

development do not constitute additional sexes.  

48. Human sex is a binary, not a spectrum, and disorders of sex development 

are rare congenital disorders affecting 0.02% of the population in which either 

genitalia are ambiguous in appearance, or an individual’s sexual appearance fails to 

match what would be expected given the person’s sex chromosomes. Reflecting the 

unfortunate nature of these conditions, all disorders of sex development are linked 

to impaired fertility. 

D. Views on drug therapy in transgender interventions. 

49. Puberty is not a disease. It is a critical window of normal development that 

is irreparably disrupted by puberty blockers. There are no long-term studies of 

Lupron (discussed below) or other puberty blockers for gender dysphoria. There is 
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thus no evidence that puberty blockers are reversible and harmless in gender 

incongruent youth as is claimed.  

50. To the contrary, when normal puberty is artificially arrested, valuable time 

is forever stolen from these children, time that should be spent in normal 

development. This time period, during which highly significant and irreplaceable 

advances in bone, brain, and sexual development occur, is time—and development— 

that can never be recovered. 

51. Among other things, there is not a single long-term study to demonstrate 

the safety or efficacy of transgender interventions such as puberty blockers, cross-

sex hormones, and surgeries for transgender-believing youth who suffer from 

gender dysphoria.  

52. By contrast, there is research indicating these interventions are harmful., 

resulting in infertility, heart attacks, strokes, and other chronic illnesses.3ACPeds 

and its members view such interventions to be both experimental and harmful, and 

therefore parents cannot provide informed consent for minors receiving them, nor 

can minors provide assent for these interventions. 

53. Currently, in the United States, there are no drugs approved by the Food 

and Drug Administration (FDA) to treat gender dysphoria, much less to treat the 

 
3Leena Nahata, et al., “Understudied and Under-Reported: Fertility Issues in Transgender Youth—A 

Narrative Review” Journal of Pediatrics 205:265-271 (February 2019); Jacqueline Ruttimann, 

“Blocking Puberty in Transgender Youth” Endocrine News (January 2013), 
https://endocrinenews.endocrine.org/blocking-puberty-in-transgender-youth/; Julie Compton, 

“Transgender men, eager to have biological kids, are freezing their eggs” NBC News (March 5, 2019), 
https://www.nbcnews.com/feature/nbc-out/transgender-men-eager-have-biological-kids-are-freezing-

their-eggs-n975331;Darios Getahun, et al., “Cross-sex Hormones and Acute Cardiovascular Events 

in Transgender Persons: A Cohort Study” Annals of Internal Medicine 169(4):205-213 (August 21, 

2018); Talal Alzahrani, et al., “Cardiovascular Disease Risk Factors and Myocardial Infarction in the 
Transgender Population” Circulation 12(4):e005597 (2019); Katrien Wierckx, et al., “Prevalence of 
cardiovascular disease and cancer during cross-sex hormone therapy in a large cohort of trans 

persons: a case-control study” European Journal of Endocrinology 169(4):471-478 (2013); Priyanka 

Boghani, “When Transgender Kids Transition, Medical Risks are Both Known and Unknown” 
Frontline (June 30, 2015), https://www.pbs.org/wgbh/frontline/article/when-transgender-kids-

transition-medical-risks-are-both-known-and-unknown/. 

Case 1:21-cv-00195-TAV-SKL   Document 15-1   Filed 11/10/21   Page 12 of 400   PageID #:
222



 

12 

condition through transgender interventions. The primary drug used for the 

purposes of blocking puberty to facilitate transgender interventions is LUPRON 

DEPOT-PED (“Lupron”). That drug is approved by FDA to treat pediatric patients 

with central precocious puberty. (Ex. A, Lupron Dep Label, at p. 1.) Central precious 

puberty is a condition which causes early sexual development in boys and girls. 

Lupron is not an FDA-approved treatment for gender dysphoria. To the extent the 

product is prescribed for gender dysphoria, it is prescribed outside the scope of or 

“off” the FDA-approved label. 

54. The warnings and precautions section of the FDA-approved label for 

Lupron notes that “[p]sychiatric events have been reported in patients taking GnRH 

agonists, including LUPRON DEPOT-PED,” and that “[p]ostmarking [sic] reports 

with this class of drugs include symptoms of emotional lability, such as crying, 

irritability, impatience, anger and aggression.” (Id. at 8.) As such, the label calls for 

“[m]onitoring for development or worsening of psychiatric symptoms during 

treatment with LUPRON DEPOT-PED.” (Id.) 

55. The Lupron label also notes “convulsions have been observed in patients 

receiving GnRH agonists, including LUPRON DEPOT-PED,” that “[t]hese included 

patients with a history of seizures, epilepsy, cerebrovascular disorders, central 

nervous system anomalies or tumors, and patients on concomitant medications that 

have been associated with convulsions such as bupropion and SSRIs,” and that 

“[c]onvulsions have also been reported in patients in the absence of any of the 

conditions mentioned above.” (Id.) Given that SSRIs or selective serotonin reuptake 

inhibitors are widely used to treat children suffering from depression,4 this warning 

causes particular concern for ACPeds members. 

 
4See, e.g., Anne M. Libby et al., Decline in Treatment of Pediatric Depression After FDA Advisory on 
Risk of Suicidality With SSRIs, 164 Am. J. Psychiatry 844 (2007) (describing trends with respect to 

SSRI use prescribing in pediatric populations). 
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56. Under certain conditions, prescribing drugs off-label is an accepted part of 

medical practice. For off-label prescribing to be accepted though, there needs to be 

substantial clinical evidence supporting the off-label use in the form of peer-

reviewed literature showing that a particular drug is safe and effective. The use 

must also be medically necessary in that there are no alternative therapies to treat 

the off-label indication. See American Academy of Pediatrics, Policy Statement: Off-

Label Use of Drugs in Children, 133 Pediatrics 563, 566 (2014) (providing 

recommendations regarding use of drugs off-label in children). 

57. With respect to puberty blockers to facilitate transgender interventions, the 

pre-conditions for off-label use are not present. ACPeds is aware of no single long-

term study showing the safety and efficacy of puberty blockers to treat gender 

dysphoria. Further, alternatives to transgender interventions for gender dysphoria 

exist, including watchful waiting with counseling, which has proven successful for 

many children and young adults.5 

58. Further, in addition to the harmful potential side effects listed above, all 

puberty blockers, including Lupron, arrest sexual development by acting on the 

brain. Boys are chemically castrated and girls chemically driven into premature 

menopause for as long as the puberty blockers are used. This developmental arrest 

may cause permanent sexual dysfunction, infertility, bone loss, and altered brain 

 
5James Cantor, M.D., Do trans- kids stay trans- when they grow up? Sexology Today! (Jan. 11, 2016),  

http://www.sexologytoday.org/2016/01/do-trans-kids-stay-trans-when-they-grow_99.html (“Despite 
the differences in country, culture, decade, and follow-up length and method, all the studies have 

come to a remarkably similar conclusion: Only very few trans- kids still want to transition by the 

time they are adults. Instead, they generally turn out to be regular gay or lesbian folks. The exact 

number varies by study, but roughly 60–90% of trans- kids turn out no longer to be trans by 

adulthood.”); ACPeds, Psychotherapeutic and behavioral approaches to treating gender dysphoria 

(including gender identity disorder & transsexualism) in adults and adolescents 

(2021)https://acpeds.org/assets/Psych-studies-gender-identity-final-17-June-2021.pdf (summarizing 

psychology studies); Andre Van Mol, The Scientific Case for Counseling Choice for LGBTQ Identified 

Youth, American College of Pediatricians,https://acpeds.org/blog/the-scientific-case-for-counseling-

choice-for-lgbtq-identified-youth (collecting studies and reporting high-level conclusions of existing 

research).   
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development. In one report, gender-distressed girls exhibited greater self-harm, 

emotional problems, and body dissatisfaction while taking puberty blockers.6 

59. Before these new procedures and interventions, the majority of gender-

distressed children would embrace their bodies when supported through natural 

puberty. In contrast, all studies of gender dysphoric youth given puberty blockers 

reveal nearly 100% of them go on to identify as 'transgender' and request cross-sex 

hormones. This suggests that puberty blockers “lock” kids into their gender 

confusion. As a result, these children who have their development blocked in early 

puberty, and are later given cross-sex hormones, may be permanently sterilized, 

when they would otherwise naturally resolve their confusion. 

60. Cross-sex hormones, namely testosterone and estrogen, are widely used in 

transgender interventions. See Cecile A. Unger, Hormone therapy for transgender 

patients, 2016 Translational Andrology & Urology 877 (2016) (listing hormone 

therapies in use). None of the FDA-approved hormone therapies identified in 

Unger’s article as currently available are FDA-approved treatments for gender 

dysphoria. Further, as the analysis below shows, these therapies present significant 

risks, particularly with respect to the pediatric patients ACPeds members are 

obligated to protect and serve. 

61. In table 1 of the Unger article, five formulations are listed as “Testosterone 

options for transgender men,” four of which are available in the United States. I 

have reviewed the current FDA-approved labeling for currently marketed drugs for 

each of these formulations. From that review, I was able to determine the FDA-

approved indications as follows: 

 
6 Michael Biggs, Tavistock’s Experimentation with Puberty Blockers: Scrutinizing the Evidence, 
Transgender Trend (March 2, 2019), https://www.transgendertrend.com/tavistock-experiment-

puberty-blockers/.  
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a. The drug testosterone enanthate for injection which is indicated as a 

treatment for primary hypogonadism (congenital or acquired), 

hypogonadotropic hypogonadism (congenital or acquired), and delayed 

puberty in males, and metastatic mammary cancer in females, (Ex. B, 

Testosterone Enanthate injection, at pp. 2-3.); 

b. The drug TESTOPEL which is approved to treat certain conditions such 

as primary hypogonadism, (Ex. C, Testopel Label, at p. 2); and 

c. Transdermal gels containing testosterone such as AndroGel 1% which is 

indicated “replacement therapy in males for conditions associated with a 

deficiency or absence of endogenous testosterone,” (Ex. D, AndroGel Label, at 

p. 1); and 

d. Transdermal patches containing testosterone such as ANDRODERM 

which is “indicated for replacement therapy in males for conditions associated 

with a deficiency or absence of endogenous testosterone,” (Ex. E, Androderm 

Label, at p. 1). 

62. Each of these testosterone therapies have various limitations and warnings 

set forth on their FDA-approved labeling. I obtained these government-approved 

labels from DailyMed, an online database maintained by the National Institutes of 

Health, a component of HHS. Below is a non-exhaustive sample of the different 

warnings and precautions listed on the FDA-approved labeling for these 

medications: 

a. Testerosterone ethanate “should be used very cautiously in pediatric 

patients and only by specialists who are aware of the adverse effects on bone 

maturation.” Some of the side effects listed for biological females are “are 

amenorrhea and other menstrual irregularities, inhibition of gonadotropin 

secretion, and virilization, including deepening of the voice and clitoral 

enlargement.” Voice deepening and clitoral enlargement “usually [are] not 
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reversible after androgens are discontinued.” (Ex. B, Testosterone Enanthate 

Label, at p. 6.) 

b. TESTOPEL’s label states it should also be “used very cautiously in 

pediatric patients and only by specialists who are aware of the adverse effects 

on bone maturation.” (Ex. C, Testopel Label, at p. 5.) TESTOPEL’s label also 

states that “premature closure of bony epiphyses with termination of growth, 

and precocious puberty” has “been reported in male and female adolescents” 

using the therapy. (Id. at p. 6.) 

c. AndroGel’s labeling states flatly that “[t]he safety and efficacy of AndroGEl 

1% in pediatric patients less than 18 years has not been established.” (Ex. D, 

AndroGel Label at p 12.). 

d. ANDRODERM’s labeling states that “[d]ue to lack of controlled studies in 

women and potential virilizing effects, ANDRODERM is not indicated for use 

in women.” (Ex. E, Androderm Label, at p. 5.) 

63. Table 2 of Unger’s article provides a list of “estrogen and anti-androgen 

options for transgender women.” Table 2 lists nine different formulations. As with 

the drugs listed in Table 1, I reviewed the current FDA-approved labeling for 

currently marketed drugs within each of these nine formulation categories.  The 

table below presents each of these nine drug categories below with their 

corresponding FDA-approved indication.  
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Drug Indications Source 

Finasteride Male pattern baldness. Ex. N, Finasteride 

Label, at p. 1. 
 

64. As with the products listed in Table 1 of the Unger article, the labels for the 

products in the above table disclose numerous warnings and precautions, including 

but not limited to the following: 

a. The labeling for estradiol, estradiol valerate, estradiol transdermal patch, 

progesterone, and medroxyprogesterone acetate all contain so-called “black-

box” warnings related to the use of those therapies in combination with other 

therapies.  (Ex. F, Estradiol Label, at 1; Ex. G, Estradiol Valerate (injection) 

Label at 1; Ex. H, Estradiol Transdermal Patch Label, at 1; Ex. I, 

Progesterone Label, at 1; Ex. J, Medroxyprogesterone Acetate Label, at 1.) 

b. The labeling of estradiol and estradiol valerate states that “[s]afety and 

effectiveness in pediatric patients [has] not been established”—as in 

established for the labeled indications.  (Ex. F, Estradiol Label, at 12; Ex. G, 

Estradiol Valerate (injection) Label at 10.) 

c. The labeling for estradiol transdermal, progesterone, and 

medroxyprogesterone acetate states that those products “is not indicated in 

children.” (Ex. H, Estradiol Transdermal Patch Label, at 14; Ex. I, 

Progesterone Label,  at 12 Ex. J, Medroxyprogesterone Acetate Label, at 11.) 

d. Leuprolide acetate product labeling states that the safety and 

effectiveness of that product has “not been established in premenarcheal 

pediatric patients.” (Ex. K, Leuprolide Acetate Label, at 15.) 

e.Histrelin’s labeling discloses reports of psychiatric events and convulsions 

in some circumstances. (Ex. L, Histrelin Acetate Label, at 12.) 
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f. The labeling for spironolactone states that the “[s]afety and effectiveness in 

pediatric patients [has] not been established.” (Ex. M, Spironolactone Label, 

at 9.) 

g. Finasteride is expressly “not indicated for use in pediatric patients.” (Ex. 

N, Finasteride Label, at 4.) 

65. Cross-sex hormones also put youth at an increased risk of heart attacks, 

stroke, diabetes, blood clots, cancer and other serious diseases across their lifespan.  

66. The best long-term evidence we have among adults shows medical 

intervention fails to reduce suicide. Studies cannot easily show whether gender 

dysphoria results from other underlying mental health issues, themselves 

correlated with high rates of suicide, or if those mental health issues are the result 

of the stresses of being a stigmatized minority. Indeed, some research has linked 

suicide for transgender people to issues arising out of romantic relationships rather 

than social stigma.7 

67. Suicide risk among trans-identified youth is less than or comparable to that 

of other at-risk groups of youth; children with gender dysphoria often also have 

depression, anorexia, autism, and other psychological conditions predisposing them 

to suicide; and prevention of suicide for trans-identified youth is the same as for 

other youth: talk therapy and FDA-approved psychiatric medications. All in all, 

research shows that “there is no long-term evidence that puberty blockers, cross sex 

hormones or ‘transition’ surgeries prevent suicide. On the contrary, the best long-

term research shows that individuals who do go through medical transition kill 

themselves at a rate 19 times greater than the general population.”8 

 
7 Mark L.Hatzenbuehler, et al, “RETRACTED: Structural stigma and all-cause mortality in sexual 

minority populations,” Social Science & Medicine, https://doi.org/10.1016/j.socscimed.2013.06.005.  
8Jane W. Robbins & Vernadette R. Broyles, Child & Parental Rights Campaign, The Myth About 

Suicide and Gender Dysphoric Children, https://acpeds.org/assets/for-GID-page-1-The-Myth-About-

Suicide-and-Gender-Dysphoric-Children-handout.pdf (emphasis omitted) (summarizing research and 
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68. Again, while health care providers, including pediatricians, do prescribe 

drugs off-label, the requirements of peer-reviewed studies demonstrating the safety 

and efficacy of these treatments as well as the presence of alternatives as a 

treatment to gender dysphoria all weigh against prescribing these therapies to 

children. That would particularly be true in circumstances in which doctors would 

have to prescribe a therapy contraindicated by a drug’s FDA-approved labeling, 

which would be the case for at least some of the therapies at issue. 

69. Even so, ACPeds is unaware of any other medical area where HHS requires 

healthcare providers to provide a certain procedure or prescribe a particular drug, 

especially if that procedure or prescription conflicts with the provider’s medical 

judgment, ethical concerns, or religious beliefs.  

70. Nor are we aware of any effectively compulsory medical procedures or 

interventions that lack long-term efficacy studies or that effectively require off-label 

use of a particular drug, to include use of a drug which presents particular risks to 

children. 

D. Views on transgender surgical interventions. 

71. ACPeds and its members are aware of cases where pediatric patients are 

being treated with surgical interventions for gender dysphoria. Girls as young as 13 

years-old are currently receiving double mastectomies to facilitate their transition 

to a trans-boy. Health care providers have removed the penises and testicles of boys 

as young as 16 years-old. 

72. With respect to transitioning males, surgeons engage in a process called 

“de-gloving” of the penis. This procedure involves stripping the outer skin of the 

 
collecting sources). Puberty blockers actually cause depression and other emotional disturbances 

related to suicide; cross-sex hormones (testosterone for women; estrogen for men) may disrupt 

mental health; and the most reliable research shows that in the long run, medical transition does not 

reduce and may even exacerbate the psychological distress that could lead to suicide. Id.  
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interventions.16In December 2020, the High Court of the United Kingdom in the 

case of Keira Bell barred hormonal interventions in youth under the age of 16, and 

decreed physicians seek court approval for hormonal interventions in youth between 

16 and 18 years old.17 (This decision was overturned on appeal on the grounds that 

the case should not have reached these issues, and so permission to seek review by 

the UK’s Supreme Court is forthcoming.) The UK is also undertaking a 

comprehensive review of these procedures, separate from litigation, to create new 

recommendations for the best standard of care.18 

80. HHS’s gender identity mandate ignored these international perspectives. 

 

III. Effect of HHS’s gender identity mandate on the members of 
American College of Pediatricians. 

81. The issues identified above contribute to the deep, substantial, science-

based concerns ACPeds and its members have about transgender interventions.19 

82. HHS’s gender identity mandate limits or prohibits the ability of ACPeds 

members to engage in speech advising patients of their medical judgment about 

gender-transition procedures, it forces them to offer services or facilities to further 

gender transitions, and it requires them to inaccurately refer to a patient’s sex 

orally and in medical records.  

 
16 Finland’s Guidelines for Dutch Protocol in youth, available at https://palveluvalikoima.fi/doc

uments/1237350/22895008/Summary_minors_en.pdf/aaf9a6e7-b970-9de9-165cabedfae46f2e/Sum

mary_minors_en.pdf (accessed June 7, 2021). 
17R (on the application of) Quincy Bell and A v Tavistock and Portman NHS Trust and others , [2020] 

EWHC 3274(Admin) (Dec. 1, 2020), (Ruling of U.K. High Court in Keira Bell Case), 

https://www.judiciary.uk/wp-content/uploads/2020/12/Bell-v-Tavistock-Clinic-and-ors-Summary.pdf 

(last accessed October 6, 2021). 
18 Eleanor Lawrie, Ruling limiting under-16s puberty blockers overturned, BBC (Sept. 17, 2021) 

https://www.bbc.com/news/uk-58598186.  
19 For more information, see the many resources at ACPeds, Gender Confusion and Transgender 
Identity, https://acpeds.org/topics/sexuality-issues-of-youth/gender-confusion-and-transgender-identi

ty (last visited Aug. 23, 2021), & Family Watch International, Transgender Issues Videos, 

https://familywatch.org/transgenderissues/#.YRl6kohKg2x (last visited Aug. 23, 2021).  
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83. ACPeds and its members believe that the gender identity interventions 

described herein can be harmful to patients, particularly children, resulting in 

infertility, heart attacks, strokes, and other chronic illnesses, and that medical 

science does not support the provision of such procedures and interventions. 

84. ACPeds members cannot perform or refer patients to other healthcare 

providers who will perform such procedures. ACPeds members believe it would 

violate their obligation to their patients as expressed in the Hippocratic Oath. 

85. ACPeds has members who have treated or currently treat individuals who 

identify contrary to their biological sex, and these members would be liable for 

failure to engage in the objectionable practices under HHS’s gender identity 

mandate.  

86. ACPeds members thus include healthcare providers with medical, ethical, 

and conscientious objections to providing gender-transition interventions as being 

not in the best interests of patients, as well as members with religious objections.  

87. ACPeds also believes that to eliminate sex-specific private spaces violates 

fundamental rights of all persons to privacy, safety, and a secure environment. In 

healthcare programs, as in schools, locker rooms, and restrooms, the facilities exist 

for the utilitarian purpose of hygiene, not to affirm the self-identified gender of 

certain individuals. These facilities are traditionally restricted to persons of the 

same sex for the sound and self-evident reason that such separation protects the 

bodily privacy of all. It also shields girls and women from offensive, criminal, or 

dangerous behaviors of voyeurs, exhibitionists, and rapists, whose claim to identify 

contrary to their biological sex may made as a pretext to take advantage of access 

given to persons who identify contrary to their biological sex.  

88. Rather than end single-sex spaces by allowing persons of either sex to 

access them, there is a commonsense solution to respect the many individuals who 

are uncomfortable in public facilities for various reasons, including religious beliefs, 
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disability, deformity, or discomfort with their body, as well as gender dysphoria. A 

reasonable accommodation is a single-occupancy restroom available for all people 

who are uncomfortable with the standard arrangement of sex-specific bathrooms or 

locker rooms.  

89. Defendants’ gender identity mandate, if not enjoined, would cause ACPeds 

members to violate their oaths, their conscience, and cause them to engage in a 

course of procedures and interventions which is manifestly not in the best interests 

of patients.   

90. ACPeds members are pediatricians whose practices are, by and large, 

limited to children and whose scope of practice would not include the gender 

interventions that pertain to adults. For these members, the objectionable practices 

primarily concern those provided to children, based on the scope of their practice, 

although many members have practices that may include adults, such as family 

medicine or internal medicine practices, or general surgery, and so these ACPeds 

practitioners object to these procedures for adults. ACPeds members thus seek relief 

for all aspects of their practices.  

A. Impact on specific individual members of American College of 

Pediatricians. 

91. ACPeds members practice in each of these various situations, and each 

would suffer the harm identified if HHS’s gender identity mandate is fully enforced. 

92. Some ACPeds members are self-censoring out of fear of enforcement of 

HHS’s gender identity mandate. 

93. Some ACPeds members continuing to practice consistent with their views 

and therefore face the danger of enforcement penalties as the result of HHS’s 

gender identity mandate.  

94. HHS’s gender identity mandates jeopardize virtually every member of 

ACPeds, including, for example, subjecting to a risk of harm the following specific 
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and identified representative ACPeds members—each of whom continue to practice 

medicine without performing the HHS gender identity mandates’ objectionable 

practices. 

95. For example, ACPeds has a member who practices in Tennessee, referred to 

herein as Dr. Jane Doe 1. Dr. Jane Doe 1 is a member of ACPeds and shares 

ACPeds’ views.  

96. Dr. Jane Doe 1 is a pediatrician and has a private practice where she 

currently sees patients. Dr. Jane Doe 1 provides services to patients reimbursed by 

Medicaid and CoverKids Tennessee.  

97. If her patients need hospitalization, Dr. Jane Doe 1 provides care in a 

hospital that receives federal financial assistance from HHS.  

98. Dr. Jane Doe 1 is not a member of the Catholic Medical Association or the 

Christian Medical & Dental Associations.  

99. Dr. Jane Doe 1 is therefore directly affected by the Section 1557 gender 

identity mandate in her practice but opposes engaging in the objectionable practices 

with respect to her patients.  

100. Dr. Jane Doe 1 wishes to remain anonymous due to serious concerns of 

liability and harassment. 

101. Dr. Jane Doe 1 has practiced and wishes to practice medicine consistent 

with the principles concerning gender identity she shares with ACPeds, but she 

fears liability from the Section 1557 gender identity mandate if she continues to 

practice and speak consistent with those principles. 

102. As another example, Dr. Jane Doe 2 practices in Kentucky. Dr. Jane Doe 2 

is a member of ACPeds and shares ACPeds’ views.  

103. Dr. Jane Doe 2 is a pediatrician who currently sees patients. Dr. Jane Doe 2 

provides services to patients reimbursed by Medicaid.  
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104. Dr. Jane Doe 2 is not a member of the Catholic Medical Association or the 

Christian Medical & Dental Associations.  

105. Dr. Jane Doe 2 is therefore directly affected by the Section 1557 gender 

transition mandate in her practice but opposes engaging in the objectionable 

practices with respect to her patients.  

106. Dr. Jane Doe 2 wishes to remain anonymous due to serious concerns of 

liability and harassment. 

107. Dr. Jane Doe 2 has practiced and wishes to practice medicine consistent 

with the principles concerning gender identity she shares with ACPeds but fears 

liability from the Section 1557 gender identity mandate if she continues to practice 

and speak consistent with those principles. 

108. As another example, Dr. Jane Doe 3 practices in Ohio. Dr. Jane Doe 3 is a 

member of ACPeds and shares ACPeds’ views.  

109. Dr. Jane Doe 3 is a pediatrician who currently sees patients. Dr. Jane Doe 3 

provides services to patients reimbursed by Medicaid.  

110. Dr. Jane Doe 3 is not a member of the Catholic Medical Association or the 

Christian Medical & Dental Associations.  

111. Dr. Jane Doe 3 is therefore directly affected by the Section 1557 gender 

transition mandate in her practice but opposes engaging in the objectionable 

practices with respect to her patients.  

112. Dr. Jane Doe 3 wishes to remain anonymous due to serious concerns of 

liability and harassment. 

113. Dr. Jane Doe 3 has practiced and wishes to practice medicine consistent 

with the principles concerning gender identity she shares with ACPeds but fears 

liability from the Section 1557 gender identity mandate if she continues to practice 

and speak consistent with those principles. 
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114. As another example, Dr. John Doe 1 practices in Michigan. Dr. John Doe 1 

is a member of ACPeds and shares ACPeds’ views.  

115. Dr. John Doe 1 is a full-time pediatrician who currently sees patients. Dr. 

John Doe 1 provides services to patients reimbursed by Medicaid.  

116. Dr. John Doe 1 is not a member of the Catholic Medical Association or the 

Christian Medical & Dental Associations.  

117. Dr. John Doe 1 is therefore directly affected by the Section 1557 gender 

transition mandate in his practice but opposes engaging in the objectionable 

practices with respect to his patients. Dr. John Doe 1 wishes to remain anonymous 

due to serious concerns of liability and harassment. 

118. Dr. John Doe 1 has practiced and wishes to practice medicine consistent 

with the principles concerning gender identity he shares with ACPeds but fears 

liability from the Section 1557 gender identity mandate if he continues to practice 

and speak consistent with those principles. 

119. I, Dr. Quentin Van Meter, practice in Georgia.  

120. As the President of ACPeds, I am a member of ACPeds and share ACPeds’ 

views.  

121. I am a pediatric endocrinologist who currently sees patients.  

122. I run Van Meter Pediatric Endocrinology, P.C., in Atlanta, Georgia.  

123. I provide services to patients reimbursed by Georgia Medicaid and 

PeachCare for Kids.  

124. If my patients need hospitalization, I provide care in a hospital that 

receives federal financial assistance from HHS. 

125. I am also an adjunct associate professor of Pediatrics at Emory School of 

Medicine at Emory University, and an Associate Clinical Professor of Pediatrics at 

Morehouse School of Medicine. 
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126. Emory School of Medicine, and Egleston Children’s Hospital, both at Emory 

University, receive grants from HHS.20 

127. Morehouse School of Medicine receives grants from HHS.21 

128. I am a member of the Catholic Medical Association but not of the Christian 

Medical & Dental Associations. 

129. I have campaigned around the world to educate health care professionals 

about the harm of affirmation of gender incongruences. 

130. My objections to these practices include non-religious bases, such as the 

scientific fact, which informs my medical judgment, that puberty blockers and cross-

sex hormones combined will sterilize many youth and cause them to develop serious 

chronic illnesses such as diabetes, heart disease, stroke and cancers that they 

otherwise would have never experienced. 

131. I have practiced and wish to practice medicine consistent with the 

principles concerning gender identity I share with ACPeds and CMA but I fear 

liability from the Section 1557 gender identity mandate if I continue to practice and 

speak consistent with those principles.22 

B. Impact of compliance or noncompliance with the gender 

identity mandate. 

132. ACPeds members will never abandon a patient and they will discuss 

procedures and interventions used for altering biological sex characteristics under 

informed consent, but they oppose engaging in the objectionable practices.  

133. The gender identity mandate presents our members with three choices: (1) 

not comply with the government’s mandates, and risk significant government 

 
20 See https://taggs.hhs.gov/Detail/RecipDetail?arg_EntityId=LTAOtDJaByWI9stW6s6X9w%3D%3D 

; https://taggs.hhs.gov/Detail/RecipDetail?arg_EntityId=zjGDHVo18kRSWbK0a1xgzA%3D%3D . 
21 See https://taggs.hhs.gov/Detail/RecipDetail?arg_EntityId=SF8WH7U3Ut3uJrGxjRfczw%3D%3D . 
22 For more information about me, see ACPeds, President Quentin Van Meter, MD (last accessed Oct. 

29, 2021), https://acpeds.org/about/meet-our-board/president-quentin-van-meter-md.  
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enforcement and penalties, likely driving them out of much of the healthcare field 

and market; or (2) comply with the government’s mandates, abandoning their 

medical, conscientious, and religious beliefs, and accept the dangers and burdens of 

compliance; or (3) exit most healthcare fields entirely, a penalty in and of itself. 

134. Our members are susceptible to risk under the gender identity mandate at 

any moment. 

135. If our members do not abide by HHS’s mandates, they face losing access to 

federal healthcare program funds, potential civil lawsuits from plaintiffs, and being 

investigated by HHS’s Office for Civil Rights or the Attorney General, imposing 

significant costs of time, money, attorney’s fees, and diversion of resources our 

members could use to continue providing quality medical care and receive 

compensation for the same. 

136. HHS’s announcement of enforcement of Section 1557 gender identity 

mandate, as well as the gender identity language in the 2016 Section 1557 Rule and 

the 2016 Grants Rule, create substantial confusion and uncertainty for ACPeds’ 

members. 

137. If our members do not comply with the gender identity mandate, they risk 

expulsion from participation in Medicaid, Medicare, and CHIP, and from receiving, 

or participating in other programs receiving, federal financial assistance.  

138. Failure to comply with the gender identity mandate threatens our members 

with loss of income and employment.  

139. Our members will incur increased costs from the investigation and 

enforcement of claims against them, and they will suffer damaging barriers to their 

ability to participate in the marketplace as healthcare providers.  

140. Many of our members cannot continue their healthcare practices if they are 

not eligible to participate in federal healthcare programs like Medicare, Medicaid, 

and CHIP.  
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141. The gender identity mandate requires our members to incur significant 

burdens of time and resources to plan for how they must either comply or risk loss 

of participation in federal programs.  

142.  The gender identity mandate has necessitated that our members spend 

time and money training staff, issuing guidance, and engaging in public education 

campaigns to mitigate the confusion caused by the mandate.  

143. The gender identity mandate limits and compels the speech of our 

members, including what they can say to patients.  

144. As the result of the gender identity mandate, many of our members are 

unlikely to express their full and frank views to patients for fear of liability.  

145. If our members were to comply with the gender identity mandate, they 

would suffer the loss of their integrity and reputation because it will be perceived 

that they profess one thing but do another.  

146. Such loss of integrity and reputation devastates conscientious medical 

professionals and their practices, and it makes patients less likely to trust them, 

which in turn drives patients away from their practices.  

147. At the same time, all providers and members need assurance that they can 

provide complete, accurate information and timely and responsive medical care in 

an environment that protects their constitutional rights and does not expose them 

to stigma and harm because of their medical judgment, conscientious objections, 

and religious beliefs.  

148. If our members comply with the gender identity mandate by performing 

gender transition interventions, they take on increased malpractice liability due to 

the risks and harms of those interventions, and of patients later regretting the 

decision to undergo those interventions. ACPeds members are thus stuck between 

HHS and a risk of litigation that is significant, but difficult to quantify. 
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149. At the same time the gender identity mandate constricts our members’ 

ability to warn patients about the risks and harms of gender transition 

interventions, increasing our members’ liability if they were to succumb to the 

gender identity mandate and perform such interventions in violation of their 

consciences. 

150. Compliance with the gender identity mandate leads to medically 

unnecessary procedures, wasting the time and money of providers, patients, and 

insurers, and draining resources that could be better spent elsewhere, especially 

during a pandemic.  

151. Compliance with the gender identity mandate presents risks to our 

members’ patients, including life-threatening risks, by requiring that necessary 

procedures and inquiries be omitted by our members because those are associated 

with the patient’s biological sex not the patient’s gender identity.  

152. Imposing the gender identity mandate on our members will deprive our 

members’ patients, who want to receive care from them because of their ethical and 

religious beliefs, of their chosen doctor.  

153. Imposing the gender identity mandate’s penalties on our members will 

harm patients in low-income and underserved communities and regions because it 

will deprive those patients of our members’ care.  

C. Impact on patients, society, and the medical profession. 

154. Based on my knowledge of doctors who practice medicine according to the 

Hippocratic Oath, the gender identity mandate will drive thousands of doctors out 

of the medical profession and out of the care of low-income and underserved 

patients, and it will dissuade students from choosing to practice medicine.  

155. Driving our members out of the health care field by means of the gender 

identity mandate will place intense strain on the healthcare system in America, will 
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exacerbate disparities of care among low-income and underserved populations, and 

will cause immense human suffering and higher medical costs for all. Among other 

things, the consequences of driving our members out of the health care profession 

include the following: 

a. Patients will experience limited choices for future care, creating likely 

delays in care and reduced access to care, and all patients will no longer 

receive care from doctors who share ACPeds’ values;  

b. Patients will be more likely to hesitate in seeking care because they 

feel that the doctors will not have their best medical interests or personal 

religious values at heart, or because they fear putting their doctor in legal 

jeopardy; 

c. This delay will strain the other providers and increase costs for 

providers, patients, and the healthcare system as a whole; 

d. HHS will also cause widespread health disparities by those who share 

the government’s position and those who have other medical opinions, 

conscientious objections, or religious beliefs; 

e. This limited access to care will cause unavoidable human suffering, 

higher medical costs for everyone, and the inefficient use of medical talents 

and energy; 

f. It will also lead to a cultural disrespect for those with differing medical 

and religious views, causing discriminatory effects for those doctors and 

patients who do not share the government’s position out of their own 

medical judgment, ethical positions, conscientious objections, or religious 

beliefs; and 

g. Ultimately, most providers exist are willing to comply with HHS’s view 

of the law and policy, this agency action will create many more health 

disparities than it will resolve. 
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156. Families have a right to know certain facts regarding documented harms 

associated with transgender interventions as well as the permanence of a decision 

to follow through with a gender transition.  

157. In the past, our members have conveyed medical views and concerns, in 

appropriate and patient-sensitive ways, to their patients and their families in the 

context of their clinical practice, but by expressing views that under the gender 

identity mandate would consider harassment, hostile environment, or 

discrimination on the basis of gender identity.  

158. The gender identity mandate prevents conversations between our members 

and their patients, and casts a credible threat of government prosecution over those 

conversations. 

159. The gender identity mandate chills the speech of a health care professional 

of ordinary firmness, and it chills the speech of our members from (1) full and frank 

conversations on alternatives to gender procedures and interventions; (2) from 

using proper descriptions of sex in coding and medical records according to 

biological sex; and (3) from the spoken and written use of biologically correct 

pronouns.  

160. Our members’ views also prohibit them from telling patients that they 

should have healthcare treatments based on gender identity, rather than on 

biological sex. 

161. Our members’ medical judgment is that, in general, it is harmful to 

encourage a patient to undergo gender transition procedures, and so referring for or 

providing information affirming medical transition procedures is contrary to our 

members’ best medical and ethical judgment.   

162. Our members wish to keep using their best medical, ethical, and religious 

judgments in speaking and giving information to patients, but the gender identity 

mandate does not allow this.  
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163. But for the gender identity mandate, our members would continue to speak 

freely on these matters in healthcare each day in each clinical situation as they 

deem appropriate, as they have done throughout their careers until this mandate.  

164. The gender identity mandate forces our members to participate in facilities, 

programs, and other healthcare-related endeavors contrary to their best medical 

judgment, religious beliefs, and expressive identities, and to associate with 

messages on these topics they disagree with. 

165. The gender identity mandate chills the speech of all similarly situated 

healthcare providers who engage in private speech or religious expression through 

statements, notices, and other means in healthcare based on sex. 

166. Our religious members’ sincerely held religious beliefs prohibit them 

providing, offering, facilitating, or referring for gender transition interventions and 

also from engaging in or facilitating the objectionable practices.  

167. Our religious members exercise their religious beliefs through providing 

healthcare and through expressing messages during their healthcare practices.  

168. Our religious members exercise their religious beliefs through providing 

healthcare to low-income and underserved populations in health programs and 

activities funded by HHS, such as Medicaid, Medicare, CHIP, and federally 

qualified health centers. 

169. Our religious members’ compliance with these beliefs is a religious exercise.  

170. Our religious members’ speech about these beliefs is a religious exercise.  

171. The gender identity mandate exerts significant pressure on them to violate 

their beliefs to continue providing healthcare in federally funded health programs 

and activities or else face exclusion from those programs, loss of funding, loss of 

livelihood, and investigatory burdens.  
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172. Our religious members’ provision of healthcare in accord with their 

religious beliefs prevents no one from obtaining gender transition interventions 

from other providers. 

IV. The Impact of the Delay of HHS’s SUNSET Rule 

173. The delay of the SUNSET Rule harms our members because it removes a 

procedural avenue for the repeal or modification of the gender identity mandate, 

and for our members’ participation in that review process through the filing of 

comments by ACPeds.  

174. If the Delay Rule itself were subject to notice and comment, our members 

would raise their concerns to the agency through comments by ACPeds. 

175. ACPeds would comment on behalf of our members on several rules that 

would be offered for public comment because of the SUNSET Rule, including the 

Section 1557 rule, the Grants Rule, and rules protecting healthcare conscience at 45 

C.F.R. Part 88.  

176. Our members include small entities. More specifically, many of our 

employer members are independently owned medical practices organized for profit 

that are not dominant in their fields on a national basis. 

177. ACPeds itself is a small entity. 

178. The SUNSET Rule specifically calls for retrospective review of rules like the 

2016 Rule which has a significant economic impact on a substantial number of 

small entities. 
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V. Verification 

I, Quentin Van Meter, a citizen of the United States, hereby declare under 

penalty of perjury pursuant to 28 U.S.C. § 1746 that the foregoing Declaration is 

true and correct based on my personal knowledge. 

Executed this 9th day of November, 2021. 

Quentin L. Van Meter, MD 
President, American College of 
Pediatricians 
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to
use LUPRON DEPOT-PED safely and effectively. See full
prescribing information for LUPRON DEPOT-PED.


       


LUPRON DEPOT-PED (leuprolide acetate for depot
suspension), for intramuscular use


Initial U.S. Approval: 1985



RECENT MAJOR CHANGES

Indications and Usage (1) 03/2021
Dosage and Administration (2.1, 2.2, 2.3, 2.4, 2.5) 03/2021
Contraindication (4) 03/2021
Warnings and Precautions (5.1) 03/2021

INDICATIONS AND USAGE
LUPRON DEPOT-PED is a gonadotropin releasing hormone
(GnRH) agonist indicated for the treatment of pediatric patients
with central precocious puberty. (1)

DOSAGE AND ADMINISTRATION
Must be administered by a healthcare professional. (2.1) 

LUPRON DEPOT-PED is administered as a single-dose
intramuscular injection. The starting dose 7.5 mg, 11.25 mg, or
15 mg for 1-month administration is based on the child’s
weight. (2)

LUPRON DEPOT-PED is administered as a single-dose
intramuscular injection. The doses are either 11.25 mg or 30 mg
for 3-month administration.(2)

Hormonal and clinical parameters should be monitored during
treatment to ensure adequate suppression. (2)

The injection site should be varied periodically. (2)

See Full Prescribing Information for administration and
reconstitution instructions. (2.4, 2.5)

DOSAGE FORMS AND STRENGTHS
For depot suspension: leuprolide acetate as a lyophilized
powder supplied in single-dose, prefilled dual-chamber syringe with
diluent (3):

For 1-month administration: 7.5 mg, 11.25 mg, or 15 mg 

For 3-month administration: 11.25 mg or 30 mg

CONTRAINDICATIONS
Hypersensitivity reactions to GnRH, GnRH agonists or any of
the excipients in LUPRON DEPOT-PED (4)

Pregnancy (4, 8.1)

WARNINGS AND PRECAUTIONS
Initial Rise of Gonadotropins and Sex Steroid Levels: During
the early phase of therapy, gonadotropins and sex steroids may
rise above baseline because of the initial stimulatory effect of
the drug. Therefore, an increase in clinical signs and symptoms
of puberty, including vaginal bleeding, may be observed during
the first weeks of therapy or after subsequent doses. (5.1)

Psychiatric events: Have been reported in patients taking GnRH
agonists. Events include emotional lability, such as crying,
irritability, impatience, anger, and aggression. Monitor for
development or worsening of psychiatric symptoms. (5.2)

Convulsions: Have been observed in patients with or without a
history of seizures, epilepsy, cerebrovascular disorders, central
nervous system anomalies or tumors, and in patients on
concomitant medications that have been associated with
convulsions. (5.3)

ADVERSE REACTIONS
Adverse events related to suppression of endogenous sex steroid
secretion and injection site reactions including abscess may
occur with LUPRON DEPOT-PED 7.5 mg, 11.25 mg, or 15 mg
for 1-month administration. (6.1, 6.2)

In the clinical studies for LUPRON DEPOT-PED 7.5 mg, 11.25
mg, or 15mg for 1-month administration the most common
(≥2%) adverse reactions were: emotional lability, headache,
general pain, acne/seborrhea, rash including erythema
multiforme and vaginitis/vaginal bleeding/vaginal discharge.
(6.1)

In the clinical studies for LUPRON DEPOT-PED 11.25 mg or
30 mg for 3-month administration the most common (>2%)
adverse reactions were: injection site pain, weight increased,
headache, mood altered, and injection site swelling. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
AbbVie Inc. at 1-800-633-9110 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch
See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.

Revised: 3/2021
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Case 1:21-cv-00195-TAV-SKL   Document 15-1   Filed 11/10/21   Page 41 of 400   PageID #:
251



2.3 Recommended Dosage and Monitoring for 3-
Month Administration
2.4 Administration
2.5 Reconstitution Instructions

3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS

5.1 Initial Rise of Gonadotropins and Sex
Steroid Levels
5.2 Psychiatric Events
5.3 Convulsions

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience

7 DRUG INTERACTIONS
7.1 Drug Interactions
7.2 Drug-Laboratory Test Interactions

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment
of Fertility

14 CLINICAL STUDIES
14.1 LUPRON DEPOT-PED for 1-month
administration
14.2 LUPRON DEPOT-PED for 3-month
administration

16 HOW SUPPLIED/STORAGE AND
HANDLING
17 PATIENT COUNSELING INFORMATION
*

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

LUPRON DEPOT-PED is indicated for the treatment of pediatric patients with central precocious puberty
(CPP).

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information

● LUPRON DEPOT-PED must be administered by a healthcare professional.
● Individualize the dose of LUPRON DEPOT-PED for each patient.

● Each LUPRON DEPOT-PED strength and formulation has different release characteristics. Do not use partial
syringes or a combination of syringes to achieve a particular dose.
● In the case of inadequate suppression of pituitary gonadotropins and peripheral sex steroids with a
maximal dosage, consider other available gonadotropin releasing hormone (GnRH) agonists indicated for the
treatment of central precocious puberty.

● Discontinue LUPRON DEPOT-PED at the appropriate age of onset of puberty.

2.2 Recommended Dosage and Monitoring for 1-Month Administration

● Administer LUPRON DEPOT-PED 7.5 mg, 11.25 mg, or 15 mg for 1-month administration as a single-dose
intramuscular injection once every month. 

● The starting dose is based on the patient's weight (see Table 1).

Table 1. Dosage Recommendations Based on Body Weight for LUPRON DEPOT-PED for
1-Month Administration

Body Weight Once Monthly Recommended Dosage
Less than or equal to 25 kg 7.5 mg

Sections or subsections omitted from the full prescribing
information are not listed.
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Greater than 25 kg up to 37.5 kg 11.25 mg
Greater than 37.5 kg 15 mg

● The dosage may need to be adjusted with changes in body weight.
● If adequate hormonal and clinical suppression is not achieved with the starting dose, increase the dosage to
the next available higher dose (e.g., 11.25 mg or 15 mg at the next monthly injection).

● Monitor response with a GnRH stimulation test, basal luteinizing hormone (LH) or serum concentration of
sex steroid levels beginning 1 to 2 months following initiation of therapy, with changing doses, or further as
judged clinically appropriate in order to confirm maintenance of efficacy.
● Assess height (for calculation of growth rate) and bone age every 6 to 12 months.

2.3 Recommended Dosage and Monitoring for 3-Month Administration

● Use LUPRON DEPOT-PED 11.25 mg or 30 mg for 3-month administration once every three months (12
weeks) as a single-dose intramuscular injection.  
● Monitor response with a GnRH stimulation test, basal LH or serum concentration of sex steroid levels at
months 2 to 3, month 6 and further as judged clinically appropriate, to confirm maintenance of efficacy.

● Assess height (for calculation of growth rate) and bone age every 6 to 12 months.

2.4 Administration

● Administer LUPRON DEPOT-PED as a single-dose intramuscular injection into the gluteal area, anterior
thigh, or shoulder.
● Rotate injection sites within the same region from one injection to the next.

● Inject immediately after reconstitution. Discard if not used within 2 hours.

2.5 Reconstitution Instructions

1. Visually inspect the LUPRON DEPOT-PED powder and diluent. Do not use the syringe if clumping or
caking is evident. A thin layer of powder on the wall of the syringe is considered normal prior to mixing with
the diluent. The diluent should appear clear and free from particulate matter. Do not use the diluent if it is not
clear or there is particulate matter. 
2. To prepare for injection, screw the white plunger into the end stopper until the stopper begins to turn. (see
Figure 1 and Figure 2)

 
Figure 1

LuproLoc Safety Device should be activated after product injection, refer to Step 9 (Figure 7).
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Figure 2
3. Hold the syringe upright. Release the diluent by slowly pushing the plunger for 6 to 8 seconds until the first
stopper is at the blue line in the middle of the barrel. (Figure 3)

Figure 3

4. Keep the syringe upright. Mix the powder thoroughly by gently shaking the syringe until the powder forms a
uniform suspension. The suspension will appear milky. If the powder adheres to the stopper or caking/clumping
is present, tap the syringe with your finger to disperse. Do not use if any of the powder has not gone into
suspension. (Figure 4)
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Figure 4
5. Hold the syringe upright. With the opposite hand pull the needle cap upward without twisting.

6. Keep the syringe upright. Advance the plunger to expel the air from the syringe.

Now the syringe is ready for injection.
7. After cleaning the injection site with an alcohol swab, administer the intramuscular injection by inserting the
needle at a 90 degree angle into the deltoid, gluteal area, or anterior thigh. (Figure 5)

 
Figure 5

NOTE: Aspirated blood would be visible just below the luer lock connection if a blood vessel is accidentally
penetrated. If present, blood can be seen through the transparent LuproLoc  safety device. If blood is present
remove the needle immediately. Do not inject the medication. (Figure 6)

®
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Figure 6
8. Inject the entire contents of the syringe intramuscularly immediately after reconstitution. The suspension
settles very quickly following reconstitution.

9. Withdraw the needle. Once the syringe has been withdrawn, activate immediately the LuproLoc  safety
device by pushing the arrow on the lock upward towards the needle tip with the thumb or finger, as illustrated,
until the needle cover of the safety device is fully extended over the needle and a click is heard or felt. (Figure
7)

Figure 7

3 DOSAGE FORMS AND STRENGTHS

For depot suspension: a white lyophilized powder supplied in a single-dose, prefilled dual-chamber syringe with
a colorless diluent is available as: 

For 1-month administration: 7.5 mg, 11.25 mg, or 15 mg of leuprolide acetate

For 3-month administration: 11.25 mg or 30 mg of leuprolide acetate

4 CONTRAINDICATIONS
● Hypersensitivity to GnRH, GnRH agonists or any of the excipients in LUPRON DEPOT-PED. Anaphylactic
reactions to synthetic GnRH or GnRH agonists have been reported [see Adverse Reactions (6.2)].

● Pregnancy: LUPRON DEPOT-PED may cause fetal harm [see Use in Specific Populations (8.1)].

®
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5 WARNINGS AND PRECAUTIONS

5.1 Initial Rise of Gonadotropins and Sex Steroid Levels

During the early phase of therapy or after subsequent doses, gonadotropins and sex steroids may rise above
baseline because of a transient stimulatory effect of the drug [see Clinical Pharmacology (12.2)]. Therefore, an
increase in clinical signs and symptoms of puberty, including vaginal bleeding, may be observed during the first
weeks of therapy or after subsequent doses [see Adverse Reactions (6)]. 

5.2 Psychiatric Events
Psychiatric events have been reported in patients taking GnRH agonists, including LUPRON DEPOT-PED.
Postmarking reports with this class of drugs include symptoms of emotional lability, such as crying, irritability,
impatience, anger and aggression. Monitor for development or worsening of psychiatric symptoms during
treatment with LUPRON DEPOT-PED [see Adverse Reactions (6.2)].

5.3 Convulsions

Postmarketing reports of convulsions have been observed in patients receiving GnRH agonists, including
LUPRON DEPOT-PED. These included patients with a history of seizures, epilepsy, cerebrovascular disorders,
central nervous system anomalies or tumors, and patients on concomitant medications that have been associated
with convulsions such as bupropion and SSRIs. Convulsions have also been reported in patients in the absence
of any of the conditions mentioned above [see Adverse Reactions (6.2)].

6 ADVERSE REACTIONS

The following serious adverse reactions are described here and elsewhere in the label:
Initial rise in gonadotropin and sex steroid levels [see Warnings and Precautions (5.1)]. 
Psychiatric Events [see Warnings and Precautions (5.2)].


Convulsions [see Warnings and Precautions (5.3)]. 

6.1 Clinical Trials Experience

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the
clinical studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not
reflect the rates observed in practice.
LUPRON DEPOT-PED for 1-month administration

LUPRON DEPOT-PED 1-month administration was evaluated in a pivotal, open label, multicenter study in
which 55 (49 female and 6 male) pediatric patients with central precocious puberty were enrolled. The age
ranged from 1 to 8 years of age at the beginning of treatment; the mean age for females was 6.8 years (range: 1
to 9 years) and the mean age for males was 7.5 years (range: 4 to 9 years); 61.8% were Caucasian; 20% Black;
1.8% Oriental; and 16.4% Hispanic. 
Adverse reactions that occurred in >2% of patients are shown in Table 2.

Table 2. Adverse Reactions Occurring in ≥2% in Pediatric Patients with CPP Receiving


LUPRON DEPOT-PED 1-month

  % of Patients


(N = 421)

  Injection Site Reactions Including Abscess* 9
  Emotional Lability 5
  Headache 3
General Pain 3
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  Acne/Seborrhea 3
  Rash Including Erythema Multiforme 3
  Vaginitis/Vaginal Bleeding/Vaginal Discharge 3
  Vasodilation 2
* Most events were mild or moderate in severity.

Less Common Adverse Reactions

The following adverse reactions were reported in less than 2% of the patients and are listed below by body
system.
Body as a Whole – aggravation of preexisting tumor and decreased vision, allergic reaction, body odor, fever,
flu syndrome, hypertrophy, infection;

Cardiovascular System – bradycardia, hypertension, peripheral vascular disorder, syncope; Digestive System –
constipation, dyspepsia, dysphagia, gingivitis, increased appetite, nausea/vomiting;

Endocrine System – accelerated sexual maturity, feminization, goiter;
Hemic and Lymphatic System – purpura;

Metabolic and Nutritional Disorders – growth retarded, peripheral edema, weight gain; Musculoskeletal System
– arthralgia, joint disorder, myalgia, myopathy;
Nervous System – hyperkinesia, somnolence;

Psychiatric System – depression, nervousness;

Respiratory System – asthma, epistaxis, pharyngitis, rhinitis, sinusitis;
Integumentary System (Skin and Appendages) – alopecia, hair disorder, hirsutism, leukoderma, nail disorder,
skin hypertrophy;

Urogenital System – cervix disorder/neoplasm, dysmenorrhea, gynecomastia/breast disorders, menstrual
disorder, urinary incontinence.
Laboratory: The following laboratory events were reported as adverse reactions: antinuclear antibody present
and increased sedimentation rate.

LUPRON DEPOT-PED for 3-month administration
LUPRON DEPOT-PED for 3-month administration was evaluated in a pivotal, open-label, multicenter, clinical
study with 84 randomized pediatric patients with central precocious puberty; 76 (90.5%) were females and 8
(9.5%) were males. The age ranged from 1 to 11 years age at the beginning of treatment; 80/84 (95.2%) were 5
years or older, and female patients were younger than male; the mean age for 11.25 mg and 30 mg groups for
females was 7.6 and 7.7 years, and for males 9.3 and 9.4 years, respectively; 58.3% were Caucasian; 22.6%
were Black; 7.1% were Asian; 1.2% were Native Hawaiian or Other Pacific Islander; and 10.7% were Multi-
race.

Adverse reactions that occurred in >2% of patients are shown in Table 3.

Table 3. Adverse Reactions Occurring in ≥2% in Pediatric Patients with CPP


Receiving LUPRON DEPOT-PED for 3-month administration.

 

% 
11.25 mg 

every 3 Months


N=42

% 
30 mg 

every 3 Months


N=42

%

 Overall 
N = 84

Injection site pain 19 21 20
Weight increased 7 7 7
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Headache 2 7 5
Mood altered 5 5 5
Injection site swelling 2 2 2

Less Common Adverse Reactions
The following adverse reactions were reported in one patient and are listed below by system organ class:

Gastrointestinal Disorders – abdominal pain, nausea;

General Disorders and Administration Site Conditions – asthenia, gait disturbance, injection site abscess sterile,
injection site hematoma, injection site induration, injection site warmth, irritability;
Metabolic and Nutritional Disorders – decreased appetite, obesity;

Musculoskeletal and Connective Tissue Disorders - musculoskeletal pain, pain in extremity; Nervous System
Disorders – dizziness;
Psychiatric Disorders – crying, tearfulness;

Respiratory, Thoracic and Mediastinal Disorders – cough;

Skin and Subcutaneous Tissue Disorders – hyperhidrosis;
Vascular Disorders – pallor.

6.2 Postmarketing Experience

The following adverse events have been observed with post-approval use of leuprolide acetate in pediatric
patients. Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure. 
Allergic reactions: anaphylactic, rash, urticaria, and photosensitivity reactions. 

General: chest pain, weight increase, decreased appetite, fatigue.
Laboratory Abnormalities: decreased WBC. 

Metabolic: diabetes mellitus. 

Musculoskeletal and Connective Tissue: tenosynovitis-like symptoms, severe muscle pain, arthralgia,
epiphysiolysis, muscle spasms, myalgia. 
Published literature and postmarketing reports indicate that bone mineral density may decrease during GnRH
therapy in pediatric patients with central precocious puberty.  Published studies indicate that after
discontinuation of therapy, subsequent bone mass accrual is preserved and peak bone mass in late adolescence
does not seem to be affected.

Neurologic: neuropathy peripheral, convulsion, insomnia.
Psychiatric Disorders: Emotional lability, such as crying, irritability, impatience, anger, and aggression has
been observed with GnRH agonists, including LUPRON DEPOT-PED; Depression, including rare reports of
suicidal ideation and attempt, has been reported for GnRH agonists, including LUPRON DEPOT-PED, in
children treated for central precocious puberty. Many, but not all, of these patients had a history of psychiatric
illness or other comorbidities with an increased risk of depression.

Reproductive System: vaginal bleeding, breast enlargement.

Respiratory: dyspnea.
Skin and Subcutaneous Tissue: injection site reactions including induration and abscess, flushing,
hyperhidrosis. 

Vascular Disorders: hypertension, hypotension.
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7 DRUG INTERACTIONS

7.1 Drug Interactions

No pharmacokinetic-based drug-drug interaction studies have been conducted with LUPRON DEPOT-PED [see
Clinical Pharmacology (12.3)] .  

7.2 Drug-Laboratory Test Interactions
Administration of LUPRON DEPOT-PED in therapeutic doses results in suppression of the pituitary-gonadal
system. Therefore, diagnostic tests of pituitary gonadotropic and gonadal functions conducted during treatment
and up to six months after discontinuation of LUPRON DEPOT-PED may be affected. Normal pituitary-
gonadal function is usually restored within six months after treatment with LUPRON DEPOT-PED is
discontinued. 

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

LUPRON DEPOT-PED is contraindicated in pregnancy [see Contraindications (4)]. 
LUPRON DEPOT-PED may cause fetal harm, when administered to a pregnant woman, based on findings from
animal studies and the drug’s mechanism of action [see Clinical Pharmacology (12.1)]. The available data from
published clinical studies and case reports and from the pharmacovigilance database on exposure to LUPRON
DEPOT-PED during pregnancy are insufficient to assess the risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. Based on animal reproduction studies, LUPRON DEPOT-PED may be associated
with an increased risk of pregnancy complications, including early pregnancy loss and fetal harm. In animal
reproduction studies, subcutaneous administration of leuprolide acetate to rabbits during the period of
organogenesis caused embryo-fetal toxicity, decreased fetal weights and a dose-dependent increase in major
fetal abnormalities in animals at doses less than the recommended human dose based on body surface area using
an estimated daily dose. A similar rat study also showed increased fetal mortality and decreased fetal weights
but no major fetal abnormalities at doses less than the recommended human dose based on body surface area
using an estimated daily dose (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
In the US general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% - 4% and 15% -20%, respectively.
Data

Animal Data

When administered on day 6 of pregnancy at test dosages of 0.00024 mg/kg, 0.0024 mg/kg, and 0.024 mg/kg
(doses less than the recommended human dose) to rabbits, leuprolide acetate produced a dose-related increase in
malformations comprised primarily of segmental and fusion defects of the skeleton and skull. Similar studies in
rats failed to demonstrate an increase in fetal malformations. There was increased fetal mortality and decreased
fetal weights with the two higher doses of leuprolide acetate in rabbits and with the highest dose (0.024 mg/kg)
in rats.

8.2 Lactation
Risk Summary

There are no data on the presence of leuprolide acetate in either animal or human milk, the effects on the
breastfed infants, or the effects on milk production. The developmental and health benefits of breastfeeding
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should be considered along with the mother’s clinical need for LUPRON DEPOT-PED and any potential
adverse effects on the breastfed infant from LUPRON DEPOT-PED or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing 
Exclude pregnancy in women of reproductive potential prior to initiating LUPRON DEPOT-PED if clinically
indicated [see Use in Specific Populations (8.1)].

Contraception 
Females 

LUPRON DEPOT-PED may cause embryo-fetal harm when administered during pregnancy. LUPRON
DEPOT-PED is not a contraceptive. If contraception is indicated, advise females of reproductive potential to use
a non-hormonal method of contraception during treatment with LUPRON DEPOT-PED [see Use in Specific
Populations (8.1)].

Infertility
Based on its pharmacodynamic effects of decreasing secretion of gonadal steroids, fertility is expected to be
decreased while on treatment with LUPRON DEPOT-PED. Clinical and pharmacologic studies in adults (>18
years) with leuprolide acetate and similar analogs have shown reversibility of fertility suppression when the
drug is discontinued after continuous administration for periods of up to 24 weeks [see Clinical Pharmacology
(12.2)].

There is no evidence that pregnancy rates are affected following discontinuation of LUPRON DEPOT-PED. 
Animal studies (prepubertal and adult rats and monkeys) with leuprolide acetate and other GnRH analogs have
shown functional recovery of fertility suppression.

8.4 Pediatric Use

The safety and effectiveness of LUPRON DEPOT-PED for the treatment of CPP has been established in
pediatric patients 1 years of age and older. Use of LUPRON DEPOT-PED for this indication is supported by
evidence from two pivotal, open label clinical studies of 139 pediatric patients with central precocious puberty
with an age range of 1 to 11 years [see Clinical Studies (14)]. The safety and effectiveness of LUPRON
DEPOT-PED have not been established in pediatric patients less than 1 year old. 

10 OVERDOSAGE

No specific antidotes for LUPRON DEPOT-PED are known. Contact Poison Control (1-800-222-1222) for
latest recommendations. 
In cases of overdosage, standard of care monitoring and management principles should be followed.

11 DESCRIPTION
LUPRON DEPOT-PED contains active ingredient, leuprolide, in the form of acetate salt, a gonadotropin-
releasing hormone (GnRH) agonist. It is a synthetic nonapeptide analog of naturally occurring gonadotropin-
releasing hormone (GnRH or LH-RH). The analog possesses greater potency than the natural hormone. The
chemical name of leuprolide acetate is 5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-D-leucyl-L-
leucyl-L-arginyl-N-ethyl-L-prolinamide acetate, which has molecular formula of C59H84N16O12.(C2H4O2)n,
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n=1 or 2, with the following structural formula: 

LUPRON DEPOT-PED for 1-month administration
LUPRON DEPOT-PED is available in a prefilled dual-chamber single-dose syringe containing sterile
lyophilized microsphere powder incorporated in a biodegradable lactic acid/glycolid acid copolymer which,
when mixed with diluent, becomes a suspension for intramuscular injection. When mixed with 1 mililiter of
accompanying diluent, LUPRON DEPOT-PED for 1-month administration is administered as a single-dose
intramuscular injection.

The front chamber of LUPRON DEPOT-PED 7.5 mg, 11.25 mg, and 15 mg a prefilled dual-chamber syringe
contains leuprolide acetate (7.5/11.25/15 mg), purified gelatin (1.3/1.95/2.6 mg), DL-lactic and glycolic acids
copolymer (66.2/99.3/132.4 mg), and D-mannitol (13.2/19.8/26.4 mg). The second chamber of diluent contains
carboxymethylcellulose sodium (5 mg), D-mannitol (50 mg), polysorbate 80 (1 mg), water for injection, USP,
and glacial acetic acid, USP to control pH.
LUPRON DEPOT-PED for 3-month administration

LUPRON DEPOT-PED 11.25 mg or 30 mg for 3-month administration is available in a prefilled dual-chamber
single-dose syringe containing sterile lyophilized microsphere powder incorporated in a biodegradable lactic
acid/glycolid acid copolymer which, when mixed with diluent, becomes a suspension for intramuscular
injection. When mixed with 1.5 mililiters of accompanying diluent, LUPRON DEPOT-PED for 3-month
administration is administered as a single-dose intramuscular injection.
The front chamber of LUPRON DEPOT-PED 11.25 mg for 3-month administration prefilled dual-chamber
syringe contains leuprolide acetate (11.25 mg), polylactic acid (99.3 mg) and D-mannitol (19.45 mg). The
second chamber of diluent contains carboxymethylcellulose sodium (7.5 mg), D-mannitol (75.0 mg),
polysorbate 80 (1.5 mg), water for injection, USP, and glacial acetic acid, USP to control pH.

The front chamber of LUPRON DEPOT-PED 30 mg for 3-month administration prefilled dual-chamber syringe
contains leuprolide acetate (30 mg), polylactic acid (264.8 mg) and D-mannitol (51.9 mg). The second chamber
of diluent contains carboxymethylcellulose sodium (7.5 mg), D-mannitol (75.0 mg), polysorbate 80 (1.5 mg),
water for injection, USP, and glacial acetic acid, USP to control pH.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Leuprolide acetate, a GnRH agonist, acts as a potent inhibitor of gonadotropin secretion (LH and follicle
stimulating hormone (FSH)) when given continuously in therapeutic doses.

12.2 Pharmacodynamics

Following an initial stimulation of GnRH receptors, chronic administration of leuprolide acetate results in
downregulation of GnRH receptors, reduction in release of LH and FSH, and consequent suppression of ovarian
and testicular production of estradiol and testosterone, respectively. This inhibitory effect is reversible upon
discontinuation of drug therapy.
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12.3 Pharmacokinetics

Absorption
LUPRON DEPOT-PED for 1-month administration

Following a single LUPRON DEPOT-PED 7.5 mg for 1-month administration to adult patients, mean peak
leuprolide plasma concentration was almost 20 ng/mL at 4 hours and then declined to 0.36 ng/mL at 4 weeks.
However, intact leuprolide and an inactive major metabolite could not be distinguished by the assay which was
employed in the study. Nondetectable leuprolide plasma concentrations have been observed during chronic
LUPRON DEPOT-PED 7.5 mg administration, but testosterone levels appear to be maintained at castrate levels.
In a study of pediatric patients with CPP, doses of 7.5 mg, 11.25 mg and 15.0 mg of LUPRON DEPOT-PED
were given every 4 weeks. In 22 pediatric patients, trough leuprolide plasma levels were determined according
to weight categories as summarized below:

Patient Weight


Range (kg)

Group Weight


Average (kg) Dose (mg)

Trough Plasma Leuprolide Level


Mean ±SD (ng/mL)*

20.2 - 27.0 22.7 7.5 0.77±0.033
28.4 - 36.8 32.5 11.25 1.25±1.06
39.3 - 57.5 44.2 15.0 1.59±0.65

* Group average values determined at Week 4 immediately prior to leuprolide injection. Drug
levels at 12 and 24 weeks were similar to respective 4 week levels.

LUPRON DEPOT-PED for 3-month administration

Following a single LUPRON DEPOT-PED 11.25 mg or 30 mg for 3-month administration to pediatric patients
with CPP, leuprolide concentrations increased with increasing dose with mean peak leuprolide plasma
concentration of 19.1 and 52.5 ng/mL at 1 hour for the 11.25 and 30 mg dose levels, respectively. The
concentrations then declined to 0.08 and 0.25 ng/mL at 2 weeks after dosing for the 11.25 and 30 mg dose
levels. Mean leuprolide plasma concentration remained constant from month 1 to month 3 for both 11.25 and 30
mg doses. The mean leuprolide concentrations 3 months after the first and second injections were similar
indicating no accumulation of leuprolide from repeated administration.
Distribution

The mean steady-state volume of distribution of leuprolide following intravenous bolus administration to
healthy male subjects was 27 L. In vitro binding to human plasma proteins ranged from 43% to 49%.

Elimination
Metabolism

In healthy male subjects given an intravenous 1 mg bolus of leuprolide the mean systemic clearance was 7.6
L/h, with a terminal elimination half-life of approximately 3 hours based on a two-compartment model.
In rats and dogs, administration of C-labeled leuprolide was shown to be metabolized to smaller inactive
peptides; a pentapeptide (Metabolite I), tripeptides (Metabolites II and III) and a dipeptide (Metabolite IV).
These fragments may be further catabolized.

The major metabolite (M-I) plasma concentrations measured in 5 prostate cancer patients reached maximum
concentration 2 to 6 hours after dosing and were approximately 6% of the peak parent drug concentration. One
week after dosing, mean plasma M-I concentrations were approximately 20% of mean leuprolide
concentrations.
Excretion

Following administration of LUPRON DEPOT 3.75 mg to 3 patients, less than 5% of the dose was recovered as
parent and M-I metabolite in the urine.

14
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Specific Populations

The pharmacokinetics of LUPRON DEPOT-PED has not been determined in patients with hepatic or renal
impairment.
Drug-Drug Interactions

No pharmacokinetic-based drug-drug interaction studies have been conducted with LUPRON DEPOT-PED.
Leuprolide acetate is a peptide that is not degraded by cytochrome P-450 enzymes; hence, drug interactions
associated with cytochrome P-450 enzymes would not be expected to occur.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

A two-year carcinogenicity study was conducted in rats and mice. In rats, a dose-related increase of benign
pituitary hyperplasia and benign pituitary adenomas was noted at 24 months when the drug was administered
subcutaneously at high daily doses (0.6 to 4 mg/kg). There was a significant but not dose-related increase of
pancreatic islet-cell adenomas in females and of testicular interstitial cell adenomas in males (highest incidence
in the low dose group). In mice, no leuprolide acetate-induced tumors or pituitary abnormalities were observed
at a dose as high as 60 mg/kg for two years.  
Mutagenicity studies have been performed with leuprolide acetate using bacterial and mammalian
systems. These studies provided no evidence of a mutagenic potential.

14 CLINICAL STUDIES

14.1 LUPRON DEPOT-PED for 1-month administration

The efficacy of LUPRON DEPOT-PED was evaluated in a pivotal open-label, multicenter clinical trial in which
55 pediatric patients with central precocious puberty (49 females and 6 males, naïve to previous GnRHa
treatment) were treated with LUPRON DEPOT-PED 1-month formulations until age was appropriate for entry
into puberty (see treatment period data below)and a subset of 40 subjects were then followed post-treatment
(see follow-up period data below). The mean ± SD age at the start of treatment was 7 ± 2 years and the duration
of treatment was 4 ± 2 years. Study drug was administered intramuscularly (IM) every 28 days, with
incremental adjustments of 3.75mg at each clinic visit, if necessary based on clinical and laboratory results.
During the follow-up period, GnRHa stimulation test was performed every 6 months until a pubertal response
was observed. 

During the treatment period, LUPRON DEPOT-PED suppressed gonadotropins and sex steroids to prepubertal
levels. Suppression of peak stimulated LH concentrations to < 1.75 mIU/mL was achieved in 96% of subjects
by month 1. Five subjects required increased doses of study drug to achieve or retain LH suppression. The
number and percentage of subjects with suppression of peak stimulated LH < 1.75 mIU/mL and mean ± SD
peak stimulated LH over time is shown in Table 4. Six months after the treatment period was finished, the mean
peak stimulated LH was 20.6 ± SD 13.7 mIU/mL (n=30).
The following effects have been noted with the chronic administration of leuprolide: cessation of menses (in
girls), normalization and stabilization of linear growth and bone age advancement, stabilization of clinical signs
and symptoms of puberty. 

Table 4. The number and percentage of patients with peak


stimulated LH < 1.75 mIU/mL and Mean (SD) peak LH at each



clinic visit
Weeks on Study n with peak stimulated LH <

1.75 mIU/mL/

Mean (SD) peak

LH
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N with a LH measurement for
that week

  n/N %  
n/N %

Baseline 0/55 0% 35.0 (21.32)
Week 4 53/55 96.4% 0.8 (0.57)
Week 12 48/54 88.9% 1.1 (1.77)
Week 24 48/53 90.6% 0.8 (0.79)
Week 36 51/54 94.4% 0.6 (0.43)
Week 48 51/54 94.4% 0.6 (0.47)
Week 72 52/52 100% 0.5 (0.30)
Week 96 46/46 100% 0.4 (0.33)
Week 120 40/40 100% 0.4 (0.27)
Week 144 36/36 100% 0.4 (0.24)
Week 168 27/28 96.4% 1.2 (4.58)
Week 216 18/19 94.7% 0.5 (0.90)
Week 240 16/17 94.1% 0.4 (0.62)
Week 264 14/15 95.3% 0.4 (0.41)
Week 288 11/11 100% 0.3 (0.22)
Week 312 9/9 100% 0.4 (0.20)
Week 336 6/6 100% 0.3 (0.10)
Week 360 6/6 100% 0.3 (0.13)
Week 384 5/5 100% 0.2 (0.10)
Week 408 3/3 100% 0.2 (0.09)
Week 432 2/2 100% 0.3 (0.04)
Week 456 2/2 100% 0.2 (0.04)
Week 480 1/1 100% 0.2 (NA)
Week 504 1/1 100% 0.2 (NA)

Suppression (defined as regression or no change) of the clinical/physical signs of puberty was achieved in most
patients. In females, suppression of breast development ranged from 66.7 to 90.6% of subjects during the first 5
years of treatment. The mean stimulated estradiol was 15.1 pg/mL at baseline, decreased to the lower level of
detection (5.0 pg/mL) by Week 4 and was maintained there during the first 5 years of treatment. In males,
suppression of genitalia development ranged from 60% to 100% of subjects during the first 5 years of treatment.
The mean stimulated testosterone was 347.7 ng/dL at baseline and was maintained at levels no greater than 25.3
ng/dL during the first 5 years of treatment.

A “flare effect” of transient bleeding or spotting during the first 4 weeks of treatment was observed in 19.4%
(7/36) females who had not reached menarche at baseline. After the first 4 weeks and for the remainder of the
treatment period, no subject reported menstrual-like bleeding, and only rare spotting was noted.
The mean ratio of bone age to chronological age decreased from 1.5 at baseline to 1.1 by end of treatment. The
mean height standard deviation z-score changed from 1.6 at baseline to 0.7 at the end of the treatment phase.

Thirty five (35) females and 5 males participated in a post-treatment follow-up period to assess reproductive
function (in females) and final height. At 6 months post-treatment, most patients reverted to pubertal levels of
LH (87.9%) and clinical signs of resumption of pubertal progression were evident with increase in breast
development in girls (66.7%) and increase in genitalia development in boys (80%).
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After stopping treatment, regular menses were reported for all female subjects who reached 12 years of age
during follow-up; mean time to menses was approximately 1.5 years; mean age of onset of menstruation after
stopping treatment was 12.9 years.

Of the 40 patients evaluated in the follow-up, 33 were observed until they reached final or near-final adult
height. These patients had a mean increase in final adult height compared to baseline predicted adult height. The
mean final adult height standard deviation score was -0.2.

14.2 LUPRON DEPOT-PED for 3-month administration
The efficacy was evaluated in a 6-month, randomized, open-label clinical study of LUPRON DEPOT-PED 3-
Month formulations. 84 subjects (76 female, 8 male) between 1 and 11 years of age received the LUPRON
DEPOT-PED 11.25 mg or 30 mg for 3-month administration formulation. Each dose group had an equal
number of treatment-naïve patients who had pubertal LH levels and patients previously treated with GnRHa
therapies who had prepubertal LH levels at the time of study entry. The percentage of subjects with suppression
of peak-stimulated LH to < 4.0 mIU/mL, as determined by assessments at months 2, 3 and 6, is 78.6% in the
11.25 mg dose and 95.2% in the 30 mg dose as shown in Table 5.

Table 5. Suppression of Peak-Stimulated LH from Month 2 Through Month 6

 
LUPRON DEPOT-PED 
11.25 mg every 3 Months

LUPRON DEPOT-PED


30 mg every 3 Months

Parameter
Naïve


N = 21

Prev Trt 


N = 21

Total


N = 42

Naïve 
N = 21

Prev Trt 


N = 21

Total 
N = 42

Percent with Suppression 76.2 81.0 78.6 90.5 100 95.2
2-sided 95% CI 52.8, 91.8 58.1, 94.6 63.2, 89.7 69.6, 98.8 83.9, 100 83.8, 99.4

a. Previously treated with GnRHa for at least 6 months prior to enrollment in pivotal Study L-CP07-167.

The mean peak stimulated LH levels for all visits are shown by dose and subgroup (naïve vs. previously treated
subjects) in Figures 1 and 2.
Figure 1. Mean Peak Stimulated LH for LUPRON DEPOT-PED 11.25 mg for 3-month administration

a a
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Figure 2. Mean Peak Stimulated LH for LUPRON DEPOT-PED 30 mg for 3-month administration

For the LUPRON DEPOT-PED 11.25 mg dose for 3-month administration, 93% (39/42) of subjects and for
LUPRON DEPOT-PED 30 mg dose for 3-month administration, 100% (42/42) of subjects had sex steroid
(estradiol or testosterone) suppressed to prepubertal levels at all visits. Clinical suppression of puberty in female
patients was observed in 29 of 32 (90.6%) and 28 of 34 (82.4%) of patients in the 11.25 mg and 30 mg groups,
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respectively, at month 6. Clinical suppression of puberty in males was observed in 1 of 2 (50%) and 2 of 5
(40%) patients in the 11.25 mg and 30 mg groups, respectively, at month 6. In subjects with complete data for
bone age, 29 of 33 (88%) in the 11.25 mg group and 30 of 40 in the 30 mg group (75%) had a decrease in the
ratio of bone age to chronological age at month 6 compared to screening.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
LUPRON DEPOT-PED for depot suspension is supplied in a single dose, prefilled dual-chamber syringe
containing a white lyophilized powder and a colorless diluent for reconstitution:

LUPRON DEPOT-PED 7.5 mg, 11.25 mg, or 15 mg for 1-Month Administration
Kit Type Strength NDC Number

1-month kit 
 7.5 mg NDC 0074-2108-03
11.25 mg NDC 0074-2282-03

15 mg NDC 0074-2440-03
LUPRON DEPOT-PED 11.25 mg or 30 mg for 3-Month Administration

3-month kit 
 11.25 mg NDC 0074-3779-03
30 mg NDC 0074-9694-03

Each kit contains:
one single-dose, prefilled dual-chamber syringe containing 23 gauge 1½ inch needle with LuproLoc  safety
device 

one plunger 

two alcohol swabs 

population, dose and frequency confirmation insert

a complete prescribing information enclosure

Storage

Prior to reconstitution, store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [See USP Controlled
Room Temperature]. 

After reconstitution, use immediately [see Dosage and Administration (2.4, 2.5)].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Symptoms After Initial LUPRON DEPOT-PED Administration

Inform patients and caregivers that during the early phase of therapy with LUPRON DEPOT-PED,
gonadotropins and sex steroids rise above baseline because of the initial stimulatory effect of the drug.
Therefore, an increase in clinical signs and symptoms of puberty may be observed. Instruct patients and
caregivers to notify the physician if these symptoms continue beyond the second month after LUPRON
DEPOT-PED administration [see Warnings and Precautions (5.1)].
Psychiatric Events

Inform patients and caregivers that psychiatric events have been reported in patients taking GnRH agonists,
including leuprolide acetate. Events include emotional lability, such as crying, irritability, impatience, anger,
and aggression. Instruct patients and caregivers to monitor for development or worsening of psychiatric

®
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symptoms including depression during treatment with LUPRON DEPOT-PED [see Warnings and Precautions
(5.2)].

Convulsions
Inform patients and caregivers that reports of convulsions have been observed in patients receiving GnRH
agonists, including leuprolide acetate. Patients with a history of seizures, epilepsy, cerebrovascular disorders,
central nervous system anomalies or tumors, and patients on concomitant medications that have been associated
with convulsions may be at increased risk [see Warnings and Precautions (5.3)].

Injection Site Reactions
Inform patients and caregivers that injection site related adverse reactions may occur such as transient
burning/stinging, pain, bruising, and redness. Advise patients to contact their healthcare provider if they
experience rash or severe injection site reactions [see Adverse Reactions (6.1)].

Pregnancy
LUPRON DEPOT-PED is contraindicated in pregnancy. If the patient becomes pregnant while taking the drug,
the patient should be informed of the potential risk to the fetus [see Use in Specific Populations (8.1)].

Compliance with the Dosing Schedule

Inform caregivers about the importance of adherence to the LUPRON DEPOT-PED dosing schedule [see
Dosage and Administration (2.2, 2.3)].
 

Manufactured for

AbbVie Inc.

North Chicago, IL 60064

by Takeda Pharmaceutical Company Limited

Osaka, Japan 540-8645
20065547 March, 2021 

 

MEDICATION GUIDE


LUPRON DEPOT-PED  (loo-pron depo peed) 

(leuprolide acetate for depot suspension)
What is the most important information I should know about
LUPRON DEPOT-PED?



During the first 2 to 4 weeks of treatment, LUPRON DEPOT-
PED can cause an increase in some hormones. During this time
you may notice more signs of puberty in your child, including
vaginal bleeding. Call your doctor if these signs continue
after the second month of treatment with LUPRON
DEPOT-PED.


Some people taking gonadotropin releasing hormone (GnRH)
agonists like LUPRON DEPOT-PED have had new or
worsened mental (psychiatric) problems. Mental (psychiatric)
problems may include emotional symptoms such as:

○ crying

○ irritability

○ restlessness (impatience)


®
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○ anger

○ acting aggressive

Call your child’s doctor right away if your child has any new or
worsening mental symptoms or problems while taking
LUPRON DEPOT-PED.



Some people taking GnRH agonists like LUPRON DEPOT-
PED have had seizures. The risk of seizures may be higher in
people who:

○ have a history of seizures

○ have a history of epilepsy

○ have a history of brain or brain vessel (cerebrovascular)
problems or tumors

○ are taking a medicine that has been connected to seizures
such as bupropion or selective serotonin reuptake inhibitors
(SSRIs)

Seizures have also happened in people who have not had any of
these problems. Call your child’s doctor right away if your child
has a seizure while taking LUPRON DEPOT-PED.
What is LUPRON DEPOT-PED?

LUPRON DEPOT-PED is an injectable prescription
gonadotropin releasing hormone (GnRH) medicine used for the
treatment of children with central precocious puberty (CPP). 

It is not known if LUPRON DEPOT-PED is safe and effective
in children under 2 years of age.

LUPRON DEPOT-PED should not be taken if your child is: 
allergic to GnRH, GnRH agonist medicines, or any ingredients
in LUPRON DEPOT-PED. See the end of this Medication
Guide for a complete list of ingredients in LUPRON DEPOT-
PED. 

pregnant or becomes pregnant. LUPRON DEPOT-PED can
cause birth defects or loss of the baby. If your child becomes
pregnant call your doctor.

Before your child receives LUPRON DEPOT-PED, tell their
doctor about all of your child’s medical conditions including if
they: 


have a history of mental (psychiatric) problems.

have a history of seizures.

have a history of epilepsy.

have a history of brain or brain vessel (cerebrovascular)
problems or tumors.

are taking a medicine that has been connected to seizures such
as bupropion or selective serotonin reuptake inhibitors (SSRIs).

are breastfeeding or plans to breastfeed. It is not known if
LUPRON DEPOT-PED passes into the breast milk.

Tell your doctor about all the medicines your child takes,
including prescription and over-the-counter medicines, vitamins,
and herbal supplements.

Case 1:21-cv-00195-TAV-SKL   Document 15-1   Filed 11/10/21   Page 60 of 400   PageID #:
270



How will your child receive LUPRON DEPOT-PED?
Your child’s doctor should do tests to make sure your child has
CPP before treating them with LUPRON DEPOT-PED.

LUPRON DEPOT-PED is given as a single-dose injection into
your child’s muscle each month or every 3 months by a doctor
or trained nurse. Your doctor will decide how often your child
will receive the injection. 

Keep all scheduled visits to the doctor. If a scheduled dose is
missed, your child may start having signs of puberty again. The
doctor will do regular exams and blood tests to check for signs
of puberty.

What are the possible side effects of LUPRON DEPOT-PED?


LUPRON DEPOT-PED may cause serious side effects. See
“What is the most important information I should know about
LUPRON DEPOT-PED?”


The most common side effects of LUPRON DEPOT-PED
received 1 time each month include:



injection site reactions such as pain, swelling, and abscess

weight gain

pain throughout body

headache

acne or red, itchy, rash, and white scales (seborrhea)

serious skin rash (erythema multiforme)

mood changes

swelling of vagina (vaginitis), vaginal bleeding, and vaginal
discharge

The most common side effects of LUPRON DEPOT-PED
received every 3 months include:



injection site reactions such as pain and swelling

weight gain

headache

mood changes

These are not all the possible side effects of LUPRON DEPOT-
PED. Call your doctor for medical advice about side effects.
You may report side effects to FDA at 1-800-FDA-1088. 
How should I store LUPRON DEPOT-PED INJECTION?

Store LUPRON DEPOT-PED INJECTION at room temperature
between 68 F to 77 F (20 C to 25 C). 

Keep LUPRON DEPOT-PED INJECTION and all
medicines out of the reach of children.

General information about the safe and effective use of
LUPRON DEPOT-PED.


Medicines are sometimes prescribed for purposes other than those
listed in a Medication Guide. Do not use LUPRON DEPOT-PED
for a condition for which it was not prescribed. 

This Medication Guide summarizes the most important information
about LUPRON DEPOT-PED. If you would like more information,

○ ○ ○ ○
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talk with your doctor. You can ask your pharmacist or doctor for
information about LUPRON DEPOT-PED that is written for
doctors or trained nurses.
What are the ingredients in LUPRON DEPOT-PED?


LUPRON DEPOT-PED 7.5 mg, 11.25 mg or 15 mg for 1-month
administration:


Active Ingredients: leuprolide acetate for depot suspension 

Inactive Ingredients: purified gelatin, DL-lactic and glycolic acids
copolymer, D-mannitol, carboxymethylcellulose sodium,
polysorbate 80, water for injection, USP, and glacial acetic acid,
USP to control pH. 

LUPRON DEPOT-PED 11.25 mg or 30 mg for 3-month
administration: 

Active Ingredients: leuprolide acetate for depot suspension 

Inactive Ingredients: polylactic acid, D-mannitol,
carboxymethylcellulose sodium, polysorbate 80, water for
injection, USP, and glacial acetic acid, USP to control pH. 

Manufactured for: 

AbbVie Inc. 

North Chicago, IL 60064 

By Takeda Pharmaceutical Company Limited 

Osaka, Japan 540-8645 

For more information, go to www.lupronped.com or call 1-800-
633-9110.
This Medication Guide has been approved by the U.S. Food and
Drug Administration. Revised: March, 2021 

20065547

NDC 0074-2282-03
PEDIATRIC USE ONLY 11.25 mg for 1-month administration

Single Dose Administration Kit with prefilled dual-chamber syringe.
LUPRON DEPOT-PED

(Leuprolide Acetate for Depot Suspension)

Dispense the accompanying Medication Guide to each patient.
11.25 mg for 1-month administration

FOR INTRAMUSCULAR INJECTION
The front chamber contains: leuprolide acetate 11.25 mg۰purified gelatin 1.95 mg۰DL-lactic & glycolic acids
copolymer 99.3 mg۰D-mannitol 19.8 mg

The second chamber contains: D-mannitol 50 mg۰carboxymethylcellulose sodium 5 mg۰polysorbate 80 1
mg۰water for injection, USP, and glacial acetic acid, USP to control pH

Rx only

®
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NDC 0074-3779-03

PEDIATRIC USE ONLY 11.25 mg for 3-month administration
Single Dose Administration Kit with prefilled dual-chamber syringe.

LUPRON DEPOT-PED  (Leuprolide Acetate for Depot Suspension)

Dispense the accompanying Medication Guide to each patient.
11.25 mg for 3-month administration

FOR INTRAMUSCULAR INJECTION
The front chamber contains: leuprolide acetate 11.25 mg۰polylactic acid 99.3 mg۰D-mannitol 19.45 mg

The second chamber contains: carboxymethylcellulose sodium 7.5 mg۰D-mannitol 75.0 mg۰polysorbate 80 1.5
mg۰water for injection, USP, and glacial acetic acid, USP to control pH
Rx only

NDC 0074-9694-03

PEDIATRIC USE ONLY 30 mg for 3-month administration
Single Dose Administration Kit with prefilled dual-chamber syringe

LUPRON DEPOT-PED

(Leuprolide Acetate for Depot Suspension)
30 mg for 3-month administration

®

®
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FOR INTRAMUSCULAR INJECTION

Dispense the accompanying Medication Guide to each patient.
The front chamber contains: leuprolide acetate 30 mg۰polylactic acid 264.8 mg۰D-mannitol 51.9 mg

The second chamber contains: carboxymethylcellulose sodium 7.5 mg۰D-mannitol 75.0 mg۰polysorbate 80 1.5
mg۰water for injection, USP, and glacial acetic acid, USP to control pH
Rx only

NDC 0074-2108-03

PEDIATRIC USE ONLY 7.5 mg for 1-month administration
Single Dose Administration Kit with prefilled dual-chamber syringe.

LUPRON DEPOT-PED
(Leuprolide Acetate for Depot Suspension)

Dispense the accompanying Medication Guide to each patient.

7.5 mg for 1-month administration
FOR INTRAMUSCULAR INJECTION

The front chamber contains: leuprolide acetate 7.5 mg۰purified gelatin 1.3 mg۰DL-lactic & glycolic acids
copolymer 66.2 mg۰D-mannitol 13.2 mg
The second chamber contains: D-mannitol 50 mg۰ carboxymethylcellulose sodium 5 mg۰polysorbate 80 1
mg۰water for injection, USP and glacial acetic acid, USP to control pH

Rx only

®
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NDC 0074-2440-03

PEDIATRIC USE ONLY 15 mg for 1-month administration
Single Dose Administration Kit with prefilled dual-chamber syringe.

LUPRON DEPOT-PED
(Leuprolide Acetate for Depot Suspension)

Dispense the accompanying Medication Guide to each patient.
15 mg for 1-month administration

FOR INTRAMUSCULAR INJECTION

The front chamber contains: leuprolide acetate 15 mg۰purified gelatin 2.6 mg۰DL-lactic & glycolic acids
copolymer 132.4 mg۰D-mannitol 26.4 mg
The second chamber contains: D-mannitol 50 mg۰ carboxymethylcellulose sodium 5 mg۰polysorbate 80 1
mg۰water for injection, USP and glacial acetic acid, USP to control pH

Rx only

LUPRON DEPOT-PED 	
leuprolide acetate kit

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0074-2282

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0074-2282-03 1 in 1 CARTON; Type 0: Not a Combination Product 04/16/1993

Quantity of Parts
Part # Package Quantity Total Product Quantity
Part 1 1 SYRINGE 1 mL

Part 2 2 PACKET 2 

®
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Part 1 of 2

LUPRON DEPOT-PED 	
leuprolide acetate injection, powder, lyophilized, for suspension

Product Information
Route of Administration INTRAMUSCULAR

Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength

LEUPROLIDE ACETATE (UNII: 37JNS02E7V) (LEUPROLIDE - UNII:EFY6W0M8TG) LEUPROLIDE ACETATE 11.25 mg  in 1 mL

Inactive Ingredients
Ingredient Name Strength

WATER (UNII: 059QF0KO0R)  

ACETIC ACID (UNII: Q40Q9N063P)  

POLYSORBATE 80 (UNII: 6OZP39ZG8H) 1 mg  in 1 mL

MANNITOL (UNII: 3OWL53L36A) 69.8 mg  in 1 mL

GELATIN, UNSPECIFIED (UNII: 2G86QN327L) 1.95 mg  in 1 mL

CARBOXYMETHYLCELLULOSE SODIUM, UNSPECIFIED FORM (UNII: K679OBS311) 5 mg  in 1 mL

Packaging

# Item
Code Package Description Marketing Start

Date
Marketing End

Date

1 1 mL in 1 SYRINGE; Type 2: Prefilled Drug Delivery Device/System (syringe, patch,
etc.)

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

Part 2 of 2

ALCOHOL 	
isopropyl alcohol swab

Product Information
Route of Administration TOPICAL
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Inactive Ingredients
Ingredient Name Strength

ISOPROPYL ALCOHOL (UNII: ND2M416302)  

WATER (UNII: 059QF0KO0R)  

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 1 in 1 PACKET; Type 0: Not a Combination Product

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

OTC monograph final part333 10/12/2011

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

LUPRON DEPOT-PED 	
leuprolide acetate kit

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0074-2440

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0074-2440-03 1 in 1 CARTON; Type 0: Not a Combination Product 04/16/1993

Quantity of Parts
Part # Package Quantity Total Product Quantity
Part 1 1 SYRINGE 1 mL

Part 2 2 PACKET 2 

Part 1 of 2

LUPRON DEPOT-PED 	
leuprolide acetate injection, powder, lyophilized, for suspension

Product Information
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Route of Administration INTRAMUSCULAR

Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength

LEUPROLIDE ACETATE (UNII: 37JNS02E7V) (LEUPROLIDE - UNII:EFY6W0M8TG) LEUPROLIDE ACETATE 15 mg  in 1 mL

Inactive Ingredients
Ingredient Name Strength

ACETIC ACID (UNII: Q40Q9N063P)  

WATER (UNII: 059QF0KO0R)  

POLYSORBATE 80 (UNII: 6OZP39ZG8H) 1 mg  in 1 mL

MANNITOL (UNII: 3OWL53L36A) 76.4 mg  in 1 mL

GELATIN, UNSPECIFIED (UNII: 2G86QN327L) 2.6 mg  in 1 mL

CARBOXYMETHYLCELLULOSE SODIUM, UNSPECIFIED FORM (UNII: K679OBS311) 5 mg  in 1 mL

Packaging

# Item
Code Package Description Marketing Start

Date
Marketing End

Date

1 1 mL in 1 SYRINGE; Type 2: Prefilled Drug Delivery Device/System (syringe, patch,
etc.)

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

Part 2 of 2

ALCOHOL 	
isopropyl alcohol swab

Product Information
Route of Administration TOPICAL

Inactive Ingredients
Ingredient Name Strength

ISOPROPYL ALCOHOL (UNII: ND2M416302)  

WATER (UNII: 059QF0KO0R)  

Packaging
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# Item Code Package Description Marketing Start Date Marketing End Date
1 1 in 1 PACKET; Type 0: Not a Combination Product

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

OTC monograph final part333 10/12/2011

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

LUPRON DEPOT-PED 	
leuprolide acetate kit

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0074-2108

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0074-2108-03 1 in 1 CARTON; Type 0: Not a Combination Product 04/16/1993

Quantity of Parts
Part # Package Quantity Total Product Quantity
Part 1 1 SYRINGE 1 mL

Part 2 2 PACKET 2 

Part 1 of 2

LUPRON DEPOT-PED 	
leuprolide acetate injection, powder, lyophilized, for suspension

Product Information
Route of Administration INTRAMUSCULAR

Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength

LEUPROLIDE ACETATE (UNII: 37JNS02E7V) (LEUPROLIDE - UNII:EFY6W0M8TG) LEUPROLIDE ACETATE 7.5 mg  in 1 mL
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Inactive Ingredients
Ingredient Name Strength

ACETIC ACID (UNII: Q40Q9N063P)  

WATER (UNII: 059QF0KO0R)  

POLYSORBATE 80 (UNII: 6OZP39ZG8H) 1 mg  in 1 mL

MANNITOL (UNII: 3OWL53L36A) 63.2 mg  in 1 mL

GELATIN, UNSPECIFIED (UNII: 2G86QN327L) 1.3 mg  in 1 mL

CARBOXYMETHYLCELLULOSE SODIUM, UNSPECIFIED FORM (UNII: K679OBS311) 5 mg  in 1 mL

Packaging

# Item
Code Package Description Marketing Start

Date
Marketing End

Date

1 1 mL in 1 SYRINGE; Type 2: Prefilled Drug Delivery Device/System (syringe, patch,
etc.)

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 08/16/1993

Part 2 of 2

ALCOHOL 	
isopropyl alcohol swab

Product Information
Route of Administration TOPICAL

Inactive Ingredients
Ingredient Name Strength

ISOPROPYL ALCOHOL (UNII: ND2M416302)  

WATER (UNII: 059QF0KO0R)  

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 1 in 1 PACKET; Type 0: Not a Combination Product

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

OTC monograph final part333 10/12/2011
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Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

LUPRON DEPOT-PED 	
leuprolide acetate kit

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0074-3779

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0074-3779-03 1 in 1 CARTON; Type 0: Not a Combination Product 04/16/1993

Quantity of Parts
Part # Package Quantity Total Product Quantity
Part 1 1 SYRINGE 1.5 mL

Part 2 2 PACKET 2 

Part 1 of 2

LUPRON DEPOT-PED 	
leuprolide acetate injection, powder, lyophilized, for suspension

Product Information
Route of Administration INTRAMUSCULAR

Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength

LEUPROLIDE ACETATE (UNII: 37JNS02E7V) (LEUPROLIDE - UNII:EFY6W0M8TG) LEUPROLIDE ACETATE 11.25 mg  in 1.5 mL

Inactive Ingredients
Ingredient Name Strength

POLYSORBATE 80 (UNII: 6OZP39ZG8H) 1.5 mg  in 1.5 mL

WATER (UNII: 059QF0KO0R)  

ACETIC ACID (UNII: Q40Q9N063P)  

POLYLACTIDE (UNII: 459TN2L5F5) 99.3 mL  in 1.5 mL

MANNITOL (UNII: 3OWL53L36A) 94.5 mg  in 1.5 mL
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CARBOXYMETHYLCELLULOSE SODIUM, UNSPECIFIED FORM (UNII: K679OBS311) 7.5 mg  in 1.5 mL

Packaging

# Item
Code Package Description Marketing Start

Date
Marketing End

Date

1 1.5 mL in 1 SYRINGE; Type 2: Prefilled Drug Delivery Device/System (syringe,
patch, etc.)

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

Part 2 of 2

ALCOHOL 	
isopropyl alcohol swab

Product Information
Route of Administration TOPICAL

Inactive Ingredients
Ingredient Name Strength

WATER (UNII: 059QF0KO0R)  

ISOPROPYL ALCOHOL (UNII: ND2M416302)  

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 1 in 1 PACKET; Type 0: Not a Combination Product

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

OTC monograph final part333 08/16/2011

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993
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LUPRON DEPOT-PED 	
leuprolide acetate kit

Product Information
Product Type HUMAN PRESCRIPTION DRUG Item Code (Source) NDC:0074-9694

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 NDC:0074-9694-03 1 in 1 CARTON; Type 0: Not a Combination Product 04/16/1993

Quantity of Parts
Part # Package Quantity Total Product Quantity
Part 1 1 SYRINGE 1.5 mL

Part 2 2 PACKET 2 

Part 1 of 2

LUPRON DEPOT-PED 	
leuprolide acetate injection, powder, lyophilized, for suspension

Product Information
Route of Administration INTRAMUSCULAR

Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength

LEUPROLIDE ACETATE (UNII: 37JNS02E7V) (LEUPROLIDE - UNII:EFY6W0M8TG) LEUPROLIDE ACETATE 30 mg  in 1.5 mL

Inactive Ingredients
Ingredient Name Strength

POLYSORBATE 80 (UNII: 6OZP39ZG8H) 1.5 mg  in 1.5 mL

ACETIC ACID (UNII: Q40Q9N063P)  

POLYLACTIDE (UNII: 459TN2L5F5) 99.3 mg  in 1.5 mL

MANNITOL (UNII: 3OWL53L36A) 126.9 mg  in 1.5 mL

CARBOXYMETHYLCELLULOSE SODIUM, UNSPECIFIED FORM (UNII: K679OBS311) 7.5 mg  in 1.5 mL

Packaging

# Item
Code Package Description Marketing Start

Date
Marketing End

Date

1 1.5 mL in 1 SYRINGE; Type 2: Prefilled Drug Delivery Device/System (syringe,
patch, etc.)
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AbbVie Inc.

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

Part 2 of 2

ALCOHOL 	
isopropyl alcohol swab

Product Information
Route of Administration TOPICAL

Inactive Ingredients
Ingredient Name Strength

WATER (UNII: 059QF0KO0R)  

ISOPROPYL ALCOHOL (UNII: ND2M416302)  

Packaging
# Item Code Package Description Marketing Start Date Marketing End Date
1 1 in 1 PACKET; Type 0: Not a Combination Product

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

OTC monograph not final part333 05/16/2011

Marketing Information
Marketing Category Application Number or Monograph Citation Marketing Start Date Marketing End Date

NDA NDA020263 04/16/1993

Labeler - AbbVie Inc.
(078458370)

 Revised: 3/2021
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M•alvem , ,PA ID355 
1-800-482-JSJS 

Store at 25'C l77'Fl, axe ure ions 
permitted ro 15" to 3D~c [50~ ta ·e s•FI , 
[See USIP Controlled 1Romm Temperature] . 

8500050 R BY , 03 

Box co11tains 10 vialls, 
ea1clil contaill'ling 
1 pellet 

STERILE 

NDC 66887 -004,, 10 

TESTOPEI: 
(testosterone pell ets) 
Far subcutll nea us imp lantatian 

Each pellet co ntarns: 
75 mg testosterone 

In ad::liti:m, each pellet contain& 
the following inac1iwi ingredientli: 
Stearic kid NF 0.97 mg, and 
Polyvinvlp'fTTO Ii done USP 2 mg. 

Usual Daaage: Sea pack.age insert. 

Rx only. 

Malil ufa ctured by: 
All!Cil ium IPh a rmll ceuticll IS. LlC 
Malvem, IPA 191.lfi'5 

Distri buts d 1by: 
IEnd•a IPharrnaceuticllJs line . 
Mlalve,m, IPA 193515 
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complication. Long-term therapy with intramuscular testosterone enanthate has produced 
multiple hepatic adenomas. ANDRODERM is not known to cause these adverse effects. 

5.6 Edema 

Androgens, including ANDRODERM, may promote retention of sodium and water. Edema, 
with or without congestive heart failure, may be a serious complication in patients with pre­
existing cardiac, renal, or hepatic disease [see Adverse Reactions (6)]. 

5.7 Gynecomastia 

Gynecomastia may develop and persist in patients being treated with androgens, including 
ANDRODERM, for hypogonadism. 

5.8 Sleep Apnea 

The treatment of hypogonadal men with testosterone may potentiate sleep apnea in some 
patients, especially those with risk factors such as obesity and chronic lung disease. 

5.9 Lipids 

Changes in serum lipid profile may require dose adjustment or discontinuation of 
testosterone therapy. 

5.10 Hypercalcemia 

Androgens, including ANDRODERM, 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. 

5.11 Decreased Thyroxine-Binding Globulin 

Androgens, including ANDRODERM, may decrease concentrations of thyroxine-binding 
globulins, resulting in decreased total T4 serum concentration and increased resin uptake of 
T3 and T4. Free thyroid hormone concentration remains unchanged and there is no clinical 
evidence of thyroid dysfunction. 

6 ADVERSE REACTIONS 

6.1 Clinical Trials Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared with rates in the clinical 
trials of another drug and may not reflect the rates observed in practice. 

Table 1 shows the adverse reactions that were reported by > 3% of 36 hypogonadal men who 
were treated with ANDRODERM 2 mg/day, 4 mg/day, or 6 mg/day for 28 days.  Of note, all 
hypogonadal men studied had been stable users of topical testosterone replacement products 
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prior to the study and there was no washout period between therapies.  Furthermore, there 
was only one subject titrated to 6 mg/day and he withdrew from the study prematurely.  

Table 1.� Adverse Reactions Seen With the Use of ANDRODERM 2 mg/day, 
4 mg/day, or 6 mg/day (> 3%) 

Adverse Reaction Overall 
N = 36 

% 
Application site pruritus 17 
Application site vesicles 6 
Back pain 6 

Other less common adverse reactions reported by < 3% of patients included: application site 
erythema, application site exfoliation, chills, diarrhea, fatigue, gastroesophageal reflux 
disease, hemarthrosis, hematuria, headache, polyuria, and prostatitis. The overall incidence 
of application site reactions of any kind was 28% (10 subjects with 13 adverse reactions). 

No serious adverse reactions to ANDRODERM 2 mg/day and 4 mg/day were reported 
during the clinical trial. 

Table 2 shows the adverse reactions that were reported in > 3% of 122 patients in clinical 
studies with ANDRODERM dosage strengths of 2.5 mg/day, 5 mg/day, and 7.5 mg/day. The 
most common adverse reactions reported were application site reactions.  Transient mild to 
moderate erythema was observed at the site of application in the majority of patients at some 
time during treatment.  The overall incidence of application site reactions of any kind was 
48% (59 subjects with 107 adverse reactions). 

Table 2.� Adverse Reactions Seen With the Use of ANDRODERM 2.5 
mg/day, 5 mg/day, or 7.5 mg/day (> 3%). 

Adverse Reaction Overall 
N = 122 

% 
Application site pruritus 37 
Application site blistering 12 
Application site erythema 7 
Application site vesicles 6 
Prostate abnormalities 5 
Headache 4 
Contact dermatitis to system 4 
Application site burning 3 
Application site induration 3 
Depression 3 
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The ANDRODERM systems have six components as shown in Figure 1. Proceeding from 
the top toward the surface attached to the skin, the system is composed of (1) metallized 
polyester (ethylene-methacrylic acid copolymer)/ethylene vinyl acetate backing film with 
alcohol resistant ink, (2) a drug reservoir of testosterone USP, alcohol USP, glycerin USP, 
glycerol monooleate, methyl laurate, sodium hydroxide NF, to adjust pH, and purified water 
USP, gelled with carbomer copolymer Type B NF, (3) a permeable polyethylene 
microporous membrane, and (4) a peripheral layer of acrylic adhesive surrounding the 
central, active drug delivery area of the system. Prior to opening of the system and 
application to the skin, the central delivery surface of the system is sealed with a peelable 
laminate disc (5) composed of a five-layer laminate containing polyester/polyesterurethane 
adhesive/aluminum foil/polyester-urethane adhesive/polyethylene. The disc is attached to 
and removed with the release liner (6), a silicone-coated polyester film, which is removed 
before the system can be used. 

Figure 1: System Schematic 

The active ingredient in the system is testosterone. The remaining components of the system 
are pharmacologically inactive. 

12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 

Endogenous androgens, including testosterone and dihydrotestosterone (DHT), are 
responsible for the normal growth and development of the male sex organs and for 
maintenance of secondary sex characteristics. These effects include the growth and 
maturation of prostate, seminal vesicles, penis and scrotum; the development of male hair 
distribution, such as facial, pubic, chest and axillary hair; laryngeal enlargement; vocal cord 
thickening; and alterations in body musculature and fat distribution. Testosterone and DHT 
are necessary for the normal development of secondary sex characteristics. Male 
hypogonadism results from insufficient secretion of testosterone and is characterized by low 
serum testosterone concentrations. Signs/symptoms associated with male hypogonadism 
include erectile dysfunction and decreased sexual desire, fatigue and loss of energy, mood 
depression, regression of secondary sexual characteristics, and osteoporosis. 

Male hypogonadism has two main etiologies. Primary hypogonadism is caused by defects of 
the gonads, such as Klinefelter Syndrome or Leydig cell aplasia, whereas secondary 
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hypogonadism is the failure of the hypothalamus (or pituitary) to produce sufficient 
gonadotropins (FSH, LH). 

12.2 Pharmacodynamics 

No specific pharmacodynamic studies were conducted using ANDRODERM. 

12.3 Pharmacokinetics 

Absorption 

ANDRODERM delivers physiologic amounts of testosterone, producing circulating 
testosterone concentrations that approximate the normal concentration range (300 – 1030 
ng/dL) seen in healthy men. ANDRODERM provides a continuous daily dose of testosterone 
in a self-contained transdermal system.  Following ANDRODERM application, testosterone 
is continuously absorbed during the 24-hour dosing period with a median (range) Tmax of 8 
(4-12) hours. 

In a group of 34 hypogonadal men, application of two ANDRODERM 2.5 mg/day systems to 
the abdomen, back, thighs, or upper arms resulted in average testosterone absorption of 4 to 5 
mgs over 24 hours. The serum testosterone concentration profiles during application were 
similar for these sites (Table 3). Applications to the chest and shins resulted in greater inter-
individual variability and average 24 hour absorption of 3 to 4 mgs. 

Table 3: Mean serum testosterone concentrations (ng/dL) measured 
during single-dose applications of two ANDRODERM 2.5 mg/day 
systems applied at night to different sites in 34 hypogonadal men. 

Sample 
Time 
(hr) 

Abdomen Back Thigh Upper Arm 

Mean SD Mean SD Mean SD Mean SD 

0 90 82 80 74 85 76 81 69 
3 286 201 429 252 271 201 308 226 
6 476 236 608 250 489 254 468 245 
9 570 234 613 214 592 251 534 204 
12 575 244 588 233 594 247 527 199 
24 352 164 403 174 367 161 332 124 

In a steady-state study of 12 hypogonadal men, nightly application of 1, 2, or 3 
ANDRODERM 2.5 mg/day systems resulted in increases in the mean morning serum 
testosterone concentrations. These concentrations averaged 424 ng/dL, 584 ng/dL, and 766 
ng/dL with the application of 1, 2, and 3 systems, respectively. The mean baseline serum 
testosterone concentration was 76 ng/dL. 

In a study of 20 hypogonadal patients, two ANDRODERM 2.5 mg/day systems and a single 
ANDRODERM 5 mg/day system produced equivalent serum testosterone concentration 
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profiles. Average steady-state concentrations over 24 hours (Cssavg) were 613 ± 169 ng/dL 
and 621 ± 176 ng/dL for the two 2.5 mg/day and single 5 mg/day systems, respectively. Cmax 

values were 925 ± 340 ng/dL for the two 2.5 mg/day systems and 905 ± 254 ng/dL for the 
single 5 mg/day system. 

Distribution 

Circulating testosterone is primarily bound in the serum to sex hormone-binding globulin 
(SHBG) and albumin. Approximately 40% of testosterone in plasma is bound to SHBG, 2% 
remains unbound (free) and the rest is bound to albumin and other proteins. 

Metabolism 

Testosterone is metabolized to various 17-keto steroids through two different pathways. The 
major active metabolites of testosterone are estradiol and dihydrotestosterone (DHT). 

During steady-state pharmacokinetic studies in hypogonadal men treated with 
ANDRODERM, the average DHT:T and E2:T ratios were approximately 1:10 and 1:200, 
respectively. 

Excretion 

There is considerable variation in the half-life of testosterone as reported in the literature, 
ranging from 10 to 100 minutes. About 90% of a dose of testosterone given intramuscularly 
is excreted in the urine as glucuronic and sulfuric acid conjugates of testosterone and its 
metabolites; about 6% of a dose is excreted in the feces, mostly in the unconjugated form. 
Inactivation of testosterone occurs primarily in the liver. 

Upon removal of the ANDRODERM systems, serum testosterone concentrations decrease 
with an apparent half-life of approximately 70 minutes.  Hypogonadal concentrations are 
reached within 24 hours following system removal.  There is no accumulation of testosterone 
during continuous treatment. 

Effect of Showering 

In a two-way crossover study, the effects of showering on the pharmacokinetics of total 
testosterone following a single application of ANDRODERM 4 mg/day were assessed in 16 
hypogonadal males. Showering 3 hours after application of ANDRODERM increased Cavg 

by 0.5% and decreased Cmax by 0.4% respectively, as compared to not showering. The 
systemic exposure to ANDRODERM was similar following applications with or without 
showering 3 hours after application. 

13 NONCLINICAL TOXICOLOGY 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

Testosterone has been tested by subcutaneous injection and implantation in mice and rats. In 
mice, the implant induced cervical-uterine tumors, which metastasized in some cases. There 
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is suggestive evidence that injection of testosterone into some strains of female mice 
increases their susceptibility to hepatoma. Testosterone is also known to increase the number 
of tumors and decrease the degree of differentiation of chemically induced carcinomas of the 
liver in rats. Testosterone was negative in the in vitro Ames and in the in vivo mouse 
micronucleus assays. The administration of exogenous testosterone has been reported to 
suppress spermatogenesis in the rat, dog and non-human primates, which was reversible on 
cessation of the treatment. 

14 CLINICAL STUDIES 

ANDRODERM 2 mg/day and 4 mg/day were studied in a trial designed to evaluate the use 
and titration of 2 mg/day and 4 mg/day systems in a clinic setting of 40 men with 
hypogonadism.  Thirty-eight of the 40 subjects (95%) who were enrolled into the study were 
white and 2 subjects were African American.  Ten (25%) subjects were Hispanic and 30 
(75%) were Non-Hispanic.  Men were between 34 and 76 years of age (mean: 55 years). 
Patients had previously been on stable therapy of ANDRODERM 5 mg; Androgel® 2.5 g, 
5 g, 7.5 g or 10 g; or Testim® 2.5 g or 5 g daily before switching to ANDRODERM 
4 mg/day. 

Patients applied an ANDRODERM 4 mg/day system around 10 p.m. once daily for 14 days, 
and then were titrated up to 6 mg/day or down to 2 mg/day according to a morning serum 
testosterone concentration obtained at 6 a.m. on Day 8.  Out of 36 patients who entered the 
study, 31 (86%) patients remained on the 4 mg/day dose, 4 (11%) were titrated downward to 
2 mg/day, and 1 (3%) was titrated upward to 6 mg/day based on the Day 8 testosterone 
concentrations. The one patient that was titrated to 6 mg/day discontinued from the study for 
a non-safety related reason. Of the patients who were receiving ANDRODERM 5 mg/day 
prior to study entry (n = 11), 10 remained at 4 mg/day after titration, and 1 was titrated down 
to the 2 mg/day dose. 

After a total of 28 days of therapy, 34 of the 35 subjects (97%) had serum testosterone Cavg 

within the normal range during the dosing period, with the lower bound of the 95% 
confidence interval for this estimate being 85% (Table 4). One subject who received 
ANDRODERM 4 mg/day treatment had serum testosterone Cavg below 300 ng/dL and none 
had Cavg concentrations above 1030 ng/dL.  The mean (SD) serum testosterone Cmax 

following treatment with the 2 mg/day (N = 4) and 4 mg/day (N = 31) systems was 
648 (145) ng/dL and 696 (158) ng/dL, respectively. Table 4 summarizes testosterone Cavg 

categories by treatment. 

Table 4. Testosterone Cavg Categories on Day 28 after One Titration on Day 15 

Cavg Category 

Current Testosterone User 

N = 35 

300 - 1030 ng/dL n (%) (95% 
CI)) 

34/35 (97%) 

(85%, 100%) 

< 300 ng/dL(n (%)) 1/35 (3%) 
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Figure 2 summarizes the pharmacokinetic profiles of total testosterone in 35 patients 
completing 28 days of ANDRODERM treatment applied as a starting dose of 4 mg/day for 
the initial 14 days followed by a possible dose titration. 

Figure 2.� Mean (SD) Steady-State Serum Total Testosterone Concentration 
(ng/dL) on Day 28 

In separate clinical studies using the ANDRODERM 2.5 mg/day system, 1% used 2.5 mg 
daily, 93% of patients used 5 mg daily, and 6% used 7.5 mg daily.  The hormonal effects of 
ANDRODERM 2.5 mg/day system as a treatment for male hypogonadism was demonstrated 
in four open-label trials that included 94 hypogonadal men, ages 15 to 65 years.  In these 
trials, ANDRODERM produced average morning serum testosterone concentrations within 
the normal reference range in 92% of patients. 

Figure 3 shows the mean (SD) steady-state serum testosterone concentrations during nightly 
application of Androderm 2.5 mg/day systems in 29 hypogonadal male patients, 27 patients 
used 2 systems nightly and 2 patients used 3 systems nightly. Area between the dashed lines 
shows the 95% confidence interval for the circadian variation observed in healthy men. 
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Figure 3. Mean (SD) Steady-State Serum Total Testosterone Concentration 
(ng/dL) 

16 HOW SUPPLIED/STORAGE AND HANDLING 

ANDRODERM (testosterone transdermal system) 2 mg/day. 

Each system contains 9.7 mg testosterone USP for delivery of 2 mg of testosterone per day 
[see Description (11)]. 

Cartons of 60 systems NDC 52544-076-60 

ANDRODERM (testosterone transdermal system) 2.5 mg/day. 

Each system contains 12.2 mg testosterone USP for delivery of 2.5 mg of testosterone per� 
day [see Description (11)].� 

Cartons of 60 systems NDC 52544-469-60� 

ANDRODERM (testosterone transdermal system) 4 mg/day.� 

Each system contains 19.5 mg testosterone USP for delivery of 4 mg of testosterone per day� 
[see Description (11)].� 

Cartons of 30 systems NDC 52544-077-30� 

ANDRODERM (testosterone transdermal system) 5 mg/day.� 

Each system contains 24.3 mg testosterone USP for delivery of 5 mg of testosterone per day� 
[see Description (11)]. 

Page 16 of 26 
Case 1:21-cv-00195-TAV-SKL   Document 15-1   Filed 11/10/21   Page 145 of 400   PageID #:

355















Reference ID: 3032096

 

     

    
     

        
      

     
       

      
      

 

      
     

     

     
      
        

       
     
    

      
   

 

                    

  

  

   

      
     

     
     

  

       
      

      
      

     

 

 

 

2. Remove the protective 
plastic liner and silver disc 
from the patch. Hold on to the 
tabs on the patch and the 
protective plastic liner and gently 
pull the two apart to remove the 
plastic liner and silver disc from 
the patch (See Figure D). 

This will expose the adhesive and 
central reservoir area on the 
patch (See Figure E). 

The patch should separate easily 
from the protective liner. Throw 
away the patch if the liner is hard 
to remove. There should not be 
any adhesive (glue) sticking to 
the liner. 

Throw away the clear plastic liner 
and silver disc. 

3. Apply the patch. Apply the 
patch right away after you 
remove the patch from the 
protective pouch and remove the 
plastic liner. 

Place the patch flat on the skin 
with the sticky side down and 
firmly press around the edges. 
Make sure that the patch sticks 
well to the skin. 

Figure D 

Figure E 
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