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Androgen blockers, QOL a� ect 
women’s acne regimens.

ACNE SKIN CANCER
New AK guidelines map cutting-edge 
disease management approaches.

ROSACEA
Dermoscopy falls short as a stand-alone 
diagnostic tool for D folliculorum mites.

FDA approves secukinumab 
to treat pediatric patients.

PSORIASIS
Dupilumab may benefi t pediatric 
patients with alopecia areata. 
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DAXI AND HA FILLER STUDY DATA
TREATING POSTPARTUM SKIN LAXITY 

MYELLEVATE FACIAL TIGHTENING
REGENERATIVE SKIN CARE REALITIES

BUILDING A SUCCESSFUL SKIN CARE BRAND
FACIAL HAIR TRANSPLANTS 

Smart  Smart Skin CareSkin Care
Top Surgery Protocol

One-third of pediatric patients with atopic 
dermatitis (AD) have moder-
ate to severe disease, and the 
a� ected proportion increases 

with age. Although systemic medications 
should be considered for these patients 
when optimal therapy using basic manage-
ment strategies and topical agents fails, 
safety concerns with systemic medications 
have limited their appropriate use. 

SYSTEMIC TREATMENT SYSTEMIC TREATMENT 
FOR PEDIATRIC ADFOR PEDIATRIC AD

CHERYL GUTTMAN KRADER, BS PHARM | Sta�  Correspondent

ATO P I C  D E R M AT I T I S

ReadAesthetic 
Authority’s™

Smart Skin Care 
section, starting 
on page 21, to 
dive into the 
latest on novel 
facial hair transplants, top 
surgery protocol, regenerative 
topical skin care, and more.

AESTHETIC TREATMENTS BENEFIT 
GENDER-DIVERSE PATIENTS
JOHN JESITUS | Sta�  Correspondent

PROVIDING AESTHETIC PROCEDURES SUCH as injectables and hair removal for lesbian, 
gay, bisexual, transgender, and queer (LGBTQ+) as well as sexual and gender minority 
(SGM) patients requires more than medical and aesthetic expertise, according to a panel 
of experts who spoke at the American Academy of Dermatology 2021 Virtual Meeting 
Experience (AAD VMX) in April. Serving such patients also demands an understand-
ing of consent and medical insurance issues unique to these populations, they said.1

GENDER-DIVERSE PATIENTSCONTINUES ON PAGE 48

PEDIATRIC ADCONTINUES ON PAGE 13
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FOR ADULT PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS (PsA)FOR ADULT PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS (PFOR ADULT PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS (P

®

HELPS
RELIEVE
PROTECT
CLEAR
3 REASONS TO
TREAT WITH

1

Helps relieve PsA symptoms
•  58% of HUMIRA-treated patients (n=151) achieved ACR20 vs 14% treated 

with placebo (n=162) at Week 12; P<0.001 [co-primary endpoint]1,2*†

Helps protect against further joint damage
•  Mean change in mTSS from baseline for HUMIRA-treated patients (n=133) at 

Week 48 vs placebo (n=141) at Week 24: −0.2 vs 0.9; P<0.001 [co-primary 
endpoint]1,3‡ §

Helps clear skin
• For patients who had at least 3% body surface area psoriatic skin       
    involvement at baseline: 42% of HUMIRA treated-patients (n=69) achieved   
    PASI 90 vs 0% on placebo (n=69) at Week 24; P<0.0011,2II

In a clinical trial of adult patients with active PsA who had 
an inadequate response to NSAIDs that were treated with 
HUMIRA 40 mg every other week (EOW) or placebo1,2:

* Analysis of the ITT population, using NRI methodology. Patients who withdrew, had missing data, or 
received rescue therapy were considered nonresponders.  

† ACR20 indicates an improvement of at least 20% in tender joint count, swollen joint count, and at least 3 of 
the other ACR parameters, including CRP levels, Health Assessment Questionnaire–Disability Index (HAQ-DI), 
pain, physician global assessment, and patient global assessment.

‡ Extrapolated analysis. For HUMIRA-treated patients who did not have an mTSS at Week 48, mTSS was 
imputed by linear extrapolation using the baseline and Week 24 scores. The mTSS was used by the reader 
blinded to treatment group to assess the radiographs. 

§ mTSS measures narrowing, as well as radiographic changes specifi c to patients, including DIP joints, with a 
maximum score of 570. 

|| PASI 90 represents ≥90% improvement in skin clearance from baseline.

ACR=American College of Rheumatology, mTSS=modifi ed Total Sharp Score, PASI=Psoriatic Area Severity 
Index Score, ITT=intent-to-treat, NRI=nonresponder imputation, CRP=C-reactive protein, DIP=distal 
interphalangeal

Indication1 

Psoriatic Arthritis: HUMIRA is indicated, alone or in combination with non-biologic DMARDs, for reducing signs and symptoms, inhibiting the progression of structural damage, and improving 
physical function in adult patients with active psoriatic arthritis. 

Safety Considerations1

Serious Infections 
Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death. These infections include active tuberculosis (TB), 
reactivation of latent TB, invasive fungal infections, and bacterial, viral, and other infections due to opportunistic pathogens. Most patients who developed these infections were taking 
concomitant immunosuppressants such as methotrexate or corticosteroids.

Malignancies 
Lymphoma, including a rare type of T-cell lymphoma, and other malignancies, some fatal, have been reported in patients treated with TNF blockers, including HUMIRA.

Other Serious Adverse Reactions 
Patients treated with HUMIRA also may be at risk for other serious adverse reactions, including anaphylaxis, hepatitis B virus reactivation, demyelinating disease, cytopenias, pancytopenia, 
heart failure, and a lupus-like syndrome.

Please see additional Important Safety Information, including BOXED WARNING on Serious Infections and Malignancy, on the following 
page of this advertisement.

Please see Brief Summary of Full Prescribing Information on the following pages.
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SERIOUS INFECTIONS
Patients treated with HUMIRA are at increased risk for developing serious infections that may 
lead to hospitalization or death. Most patients who developed these infections were taking 
concomitant immunosuppressants such as methotrexate or corticosteroids.
Discontinue HUMIRA if a patient develops a serious infection or sepsis. 
Reported infections include:
•  Active tuberculosis (TB), including reactivation of latent TB. Patients with TB have frequently 

presented with disseminated or extrapulmonary disease. Test patients for latent TB before 
HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA use.

•  Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis, 
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or other 
invasive fungal infections may present with disseminated, rather than localized, disease. 
Antigen and antibody testing for histoplasmosis may be negative in some patients with active 
infection. Consider empiric anti-fungal therapy in patients at risk for invasive fungal infections 
who develop severe systemic illness.

•  Bacterial, viral, and other infections due to opportunistic pathogens, including Legionella and 
Listeria. 

Carefully consider the risks and benefits of treatment with HUMIRA prior to initiating therapy in 
patients: 1. with chronic or recurrent infection, 2. who have been exposed to TB, 3. with a history 
of opportunistic infection, 4. who resided in or traveled in regions where mycoses are endemic, 
5. with underlying conditions that may predispose them to infection. Monitor patients closely for 
the development of signs and symptoms of infection during and after treatment with HUMIRA, 
including the possible development of TB in patients who tested negative for latent TB infection 
prior to initiating therapy.
• Do not start HUMIRA during an active infection, including localized infections.
•  Patients older than 65 years, patients with co-morbid conditions, and/or patients taking concomitant 

immunosuppressants may be at greater risk of infection.
• If an infection develops, monitor carefully and initiate appropriate therapy.
•   Drug interactions with biologic products: A higher rate of serious infections has been observed 

in RA patients treated with rituximab who received subsequent treatment with a TNF blocker. An 
increased risk of serious infections has been seen with the combination of TNF blockers with anakinra 
or abatacept, with no demonstrated added benefit in patients with RA. Concomitant administration 
of HUMIRA with other biologic DMARDs (e.g., anakinra or abatacept) or other TNF blockers is not 
recommended based on the possible increased risk for infections and other potential pharmacological 
interactions.

MALIGNANCY
Lymphoma and other malignancies, some fatal, have been reported in children and adolescent 
patients treated with TNF blockers, including HUMIRA. Postmarketing cases of hepatosplenic 
T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been reported in patients treated 
with TNF blockers, including HUMIRA. These cases have had a very aggressive disease course 
and have been fatal. The majority of reported TNF blocker cases have occurred in patients with 
Crohn’s disease or ulcerative colitis and the majority were in adolescent and young adult males. 
Almost all of these patients had received treatment with azathioprine or 6-mercaptopurine 
concomitantly with a TNF blocker at or prior to diagnosis. It is uncertain whether the occurrence 
of HSTCL is related to use of a TNF blocker or a TNF blocker in combination with these other 
immunosuppressants.
•  Consider the risks and benefits of HUMIRA treatment prior to initiating or continuing therapy in a 

patient with known malignancy.
•  In clinical trials, more cases of malignancies were observed among HUMIRA-treated patients compared 

to control patients.
•  Non-melanoma skin cancer (NMSC) was reported during clinical trials for HUMIRA-treated patients. 

Examine all patients, particularly those with a history of prolonged immunosuppressant or PUVA 
therapy, for the presence of NMSC prior to and during treatment with HUMIRA.

•  In HUMIRA clinical trials, there was an approximate 3-fold higher rate of lymphoma than expected in 
the general U.S. population. Patients with chronic inflammatory diseases, particularly those with highly 
active disease and/or chronic exposure to immunosuppressant therapies, may be at higher risk of 
lymphoma than the general population, even in the absence of TNF blockers.

•  Postmarketing cases of acute and chronic leukemia were reported with TNF blocker use. Approximately 
half of the postmarketing cases of malignancies in children, adolescents, and young adults 
receiving TNF blockers were lymphomas; other cases included rare malignancies associated with 
immunosuppression and malignancies not usually observed in children and adolescents.

HYPERSENSITIVITY
•  Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If a 

serious allergic reaction occurs, stop HUMIRA and institute appropriate therapy.

HEPATITIS B VIRUS REACTIVATION
•  Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) 

in patients who are chronic carriers. Some cases have been fatal.
•  Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF 

blocker therapy.
•  Exercise caution in patients who are carriers of HBV and monitor them during and after HUMIRA 

treatment.
•  Discontinue HUMIRA and begin antiviral therapy in patients who develop HBV reactivation. Exercise 

caution when resuming HUMIRA after HBV treatment.

NEUROLOGIC REACTIONS
•  TNF blockers, including HUMIRA, have been associated with rare cases of new onset or exacerbation 

of central nervous system and peripheral demyelinating diseases, including multiple sclerosis, optic 
neuritis, and Guillain-Barré syndrome.

•  Exercise caution when considering HUMIRA for patients with these disorders; discontinuation of 
HUMIRA should be considered if any of these disorders develop.

•  There is a known association between intermediate uveitis and central demyelinating disorders.

HEMATOLOGIC REACTIONS
•  Rare reports of pancytopenia, including aplastic anemia, have been reported with TNF blockers. 

Medically significant cytopenia has been infrequently reported with HUMIRA.
• Consider stopping HUMIRA if significant hematologic abnormalities occur.

CONGESTIVE HEART FAILURE
•  Worsening and new onset congestive heart failure (CHF) has been reported with TNF blockers. Cases of 

worsening CHF have been observed with HUMIRA; exercise caution and monitor carefully.

AUTOIMMUNITY
•  Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in development of a 

lupus-like syndrome. Discontinue treatment if symptoms of a lupus-like syndrome develop.

IMMUNIZATIONS
• Patients on HUMIRA should not receive live vaccines.
•  Pediatric patients, if possible, should be brought up to date with all immunizations before initiating 

HUMIRA therapy.
•   Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and 

may affect immune response in the in utero exposed infant. The safety of administering live or live-
attenuated vaccines in infants exposed to HUMIRA in utero is unknown. Risks and benefits should be 
considered prior to vaccinating (live or live-attenuated) exposed infants.

ADVERSE REACTIONS
•  The most common adverse reactions in HUMIRA clinical trials (>10%) were: infections (e.g., upper 

respiratory, sinusitis), injection site reactions, headache, and rash.

References: 1. HUMIRA Injection [package insert]. North Chicago, IL: AbbVie Inc. 2. Mease PJ, 
Gladman DD, Ritchlin CT, et al; for the Adalimumab Effectiveness in Psoriatic Arthritis Trial Study Group. 
Adalimumab for the treatment of patients with moderately to severely active psoriatic arthritis: results 
of a double-blind, randomized, placebo-controlled trial. Arthritis Rheum. 2005;52(10):3279-3289. 
3. Gladman DD, Mease PJ, Ritchlin CT, et al. Adalimumab for long-term treatment of psoriatic arthritis: 
forty-eight week data from the adalimumab effectiveness in psoriatic arthritis trial. Arthritis Rheum. 
2007;56(2):476-488.

Please see Brief Summary of Full Prescribing Information 
on the following pages.
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WARNING: SERIOUS INFECTIONS AND MALIGNANCY
SERIOUS INFECTIONS
Patients treated with HUMIRA are at increased risk for developing serious infections that may lead 
to hospitalization or death [see Warnings and Precautions]. Most patients who developed these 
infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.
Discontinue HUMIRA if a patient develops a serious infection or sepsis.
Reported infections include:
• Active tuberculosis (TB), including reactivation of latent TB. Patients with TB have frequently 

presented with disseminated or extrapulmonary disease. Test patients for latent TB before 
HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA use.

• Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis, 
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or other invasive 
fungal infections may present with disseminated, rather than localized, disease. Antigen and 
antibody testing for histoplasmosis may be negative in some patients with active infection. 
Consider empiric anti-fungal therapy in patients at risk for invasive fungal infections who develop 
severe systemic illness.

• Bacterial, viral and other infections due to opportunistic pathogens, including Legionella and 
Listeria.

Carefully consider the risks and benefits of treatment with HUMIRA prior to initiating therapy in 
patients with chronic or recurrent infection.
Monitor patients closely for the development of signs and symptoms of infection during and after 
treatment with HUMIRA, including the possible development of TB in patients who tested negative for 
latent TB infection prior to initiating therapy [see Warnings and Precautions and Adverse Reactions].
MALIGNANCY
Lymphoma and other malignancies, some fatal, have been reported in children and adolescent 
patients treated with TNF blockers including HUMIRA [see Warnings and Precautions]. Post-
marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have 
been reported in patients treated with TNF blockers including HUMIRA. These cases have had a very 
aggressive disease course and have been fatal. The majority of reported TNF blocker cases have 
occurred in patients with Crohn’s disease or ulcerative colitis and the majority were in adolescent 
and young adult males. Almost all these patients had received treatment with azathioprine or 
6-mercaptopurine (6–MP) concomitantly with a TNF blocker at or prior to diagnosis. It is uncertain 
whether the occurrence of HSTCL is related to use of a TNF blocker or a TNF blocker in combination 
with these other immunosuppressants [see Warnings and Precautions].

INDICATIONS AND USAGE
Rheumatoid Arthritis
HUMIRA is indicated for reducing signs and symptoms, inducing major clinical response, inhibiting the 
progression of structural damage, and improving physical function in adult patients with moderately to  
severely active rheumatoid arthritis. HUMIRA can be used alone or in combination with methotrexate or other 
non-biologic disease-modifying anti-rheumatic drugs (DMARDs). 
Juvenile Idiopathic Arthritis
HUMIRA is indicated for reducing signs and symptoms of moderately to severely active polyarticular juvenile 
idiopathic arthritis in patients 2 years of age and older. HUMIRA can be used alone or in combination with 
methotrexate.
Psoriatic Arthritis
HUMIRA is indicated for reducing signs and symptoms, inhibiting the progression of structural damage, and 
improving physical function in adult patients with active psoriatic arthritis. HUMIRA can be used alone or in 
combination with non-biologic DMARDs.
Ankylosing Spondylitis
HUMIRA is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis. 
Crohn’s Disease
HUMIRA is indicated for the treatment of moderately to severely active Crohn’s disease in adults and pediatric 
patients 6 years of age and older. 
Ulcerative Colitis 
HUMIRA is indicated for the treatment of moderately to severely active ulcerative colitis in adults and pediatric 
patients 5 years of age and older. 
Limitations of Use
The effectiveness of HUMIRA has not been established in patients who have lost response to or were intolerant 
to TNF blockers.
Plaque Psoriasis
HUMIRA is indicated for the treatment of adult patients with moderate to severe chronic plaque psoriasis who 
are candidates for systemic therapy or phototherapy, and when other systemic therapies are medically less 
appropriate. HUMIRA should only be administered to patients who will be closely monitored and have regular 
follow-up visits with a physician [see Warnings and Precautions]. 
Hidradenitis Suppurativa
HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of 
age and older. 
Uveitis
HUMIRA is indicated for the treatment of non-infectious intermediate, posterior, and panuveitis in adults and 
pediatric patients 2 years of age and older. 

CONTRAINDICATIONS
None. 

WARNINGS AND PRECAUTIONS 
Serious Infections
Patients treated with HUMIRA are at increased risk for developing serious infections involving various 
organ systems and sites that may lead to hospitalization or death. Opportunistic infections due to bacterial, 
mycobacterial, invasive fungal, viral, parasitic, or other opportunistic pathogens including aspergillosis, 
blastomycosis, candidiasis, coccidioidomycosis, histoplasmosis, legionellosis, listeriosis, pneumocystosis and 
tuberculosis have been reported with TNF blockers. Patients have frequently presented with disseminated 
rather than localized disease. 
The concomitant use of a TNF blocker and abatacept or anakinra was associated with a higher risk of serious 
infections in patients with rheumatoid arthritis (RA); therefore, the concomitant use of HUMIRA and these 
biologic products is not recommended in the treatment of patients with RA [see Warnings and Precautions  
and Drug Interactions]. 
Treatment with HUMIRA should not be initiated in patients with an active infection, including localized 
infections. Patients 65 years of age and older, patients with co-morbid conditions and/or patients taking 
concomitant immunosuppressants (such as corticosteroids or methotrexate), may be at greater risk of 
infection. Consider the risks and benefits of treatment prior to initiating therapy in patients: 
• with chronic or recurrent infection;
• who have been exposed to tuberculosis;
• with a history of an opportunistic infection;
• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as 

histoplasmosis, coccidioidomycosis, or blastomycosis; or 
• with underlying conditions that may predispose them to infection.
Tuberculosis
Cases of reactivation of tuberculosis and new onset tuberculosis infections have been reported in patients 
receiving HUMIRA, including patients who have previously received treatment for latent or active tuberculosis. 
Reports included cases of pulmonary and extrapulmonary (i.e., disseminated) tuberculosis. Evaluate patients for 
tuberculosis risk factors and test for latent infection prior to initiating HUMIRA and periodically during therapy. 
Treatment of latent tuberculosis infection prior to therapy with TNF blocking agents has been shown to reduce 
the risk of tuberculosis reactivation during therapy. Prior to initiating HUMIRA, assess if treatment for latent 
tuberculosis is needed; and consider an induration of ≥ 5 mm a positive tuberculin skin test result, even for 
patients previously vaccinated with Bacille Calmette-Guerin (BCG). 
Consider anti-tuberculosis therapy prior to initiation of HUMIRA in patients with a past history of latent or active 
tuberculosis in whom an adequate course of treatment cannot be confirmed, and for patients with a negative 
test for latent tuberculosis but having risk factors for tuberculosis infection. Despite prophylactic treatment for 
tuberculosis, cases of reactivated tuberculosis have occurred in patients treated with HUMIRA. Consultation 
with a physician with expertise in the treatment of tuberculosis is recommended to aid in the decision whether 
initiating anti-tuberculosis therapy is appropriate for an individual patient. 
Strongly consider tuberculosis in the differential diagnosis in patients who develop a new infection during 
HUMIRA treatment, especially in patients who have previously or recently traveled to countries with a high 
prevalence of tuberculosis, or who have had close contact with a person with active tuberculosis. 
Monitoring
Closely monitor patients for the development of signs and symptoms of infection during and after treatment 
with HUMIRA, including the development of tuberculosis in patients who tested negative for latent tuberculosis 
infection prior to initiating therapy. Tests for latent tuberculosis infection may also be falsely negative while on 
therapy with HUMIRA. 
Discontinue HUMIRA if a patient develops a serious infection or sepsis. For a patient who develops a new 
infection during treatment with HUMIRA, closely monitor them, perform a prompt and complete diagnostic 
workup appropriate for an immunocompromised patient, and initiate appropriate antimicrobial therapy. 
Invasive Fungal Infections
If patients develop a serious systemic illness and they reside or travel in regions where mycoses are endemic, 
consider invasive fungal infection in the differential diagnosis. Antigen and antibody testing for histoplasmosis 
may be negative in some patients with active infection. Consider appropriate empiric antifungal therapy, taking 

into account both the risk for severe fungal infection and the risks of antifungal therapy, while a diagnostic 
workup is being performed. To aid in the management of such patients, consider consultation with a physician 
with expertise in the diagnosis and treatment of invasive fungal infections. 
Malignancies
Consider the risks and benefits of TNF-blocker treatment including HUMIRA prior to initiating therapy in 
patients with a known malignancy other than a successfully treated non-melanoma skin cancer (NMSC) or 
when considering continuing a TNF blocker in patients who develop a malignancy. 
Malignancies in Adults
In the controlled portions of clinical trials of some TNF-blockers, including HUMIRA, more cases of malignancies 
have been observed among TNF-blocker-treated adult patients compared to control-treated adult patients. During 
the controlled portions of 39 global HUMIRA clinical trials in adult patients with rheumatoid arthritis (RA), psoriatic 
arthritis (PsA), ankylosing spondylitis (AS), Crohn’s disease (CD), ulcerative colitis (UC), plaque psoriasis (Ps), 
hidradenitis suppurativa (HS) and uveitis (UV), malignancies, other than non-melanoma (basal cell and squamous 
cell) skin cancer, were observed at a rate (95% confidence interval) of 0.7 (0.48, 1.03) per 100 patient-years 
among 7973 HUMIRA-treated patients versus a rate of 0.7 (0.41, 1.17) per 100 patient-years among 4848 
control-treated patients (median duration of treatment of 4 months for HUMIRA-treated patients and 4 months 
for control-treated patients). In 52 global controlled and uncontrolled clinical trials of HUMIRA in adult patients 
with RA, PsA, AS, CD, UC, Ps, HS and UV, the most frequently observed malignancies, other than lymphoma and 
NMSC, were breast, colon, prostate, lung, and melanoma. The malignancies in HUMIRA-treated patients in the 
controlled and uncontrolled portions of the studies were similar in type and number to what would be expected in 
the general U.S. population according to the SEER database (adjusted for age, gender, and race).1

In controlled trials of other TNF blockers in adult patients at higher risk for malignancies (i.e., patients with COPD 
with a significant smoking history and cyclophosphamide-treated patients with Wegener’s granulomatosis), a 
greater portion of malignancies occurred in the TNF blocker group compared to the control group. 
Non-Melanoma Skin Cancer
During the controlled portions of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, Ps, HS 
and UV, the rate (95% confidence interval) of NMSC was 0.8 (0.52, 1.09) per 100 patient-years among HUMIRA-
treated patients and 0.2 (0.10, 0.59) per 100 patient-years among control-treated patients. Examine all patients, 
and in particular patients with a medical history of prior prolonged immunosuppressant therapy or psoriasis 
patients with a history of PUVA treatment for the presence of NMSC prior to and during treatment with HUMIRA. 
Lymphoma and Leukemia
In the controlled portions of clinical trials of all the TNF-blockers in adults, more cases of lymphoma have been 
observed among TNF-blocker-treated patients compared to control-treated patients. In the controlled portions 
of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV, 2 lymphomas 
occurred among 7973 HUMIRA-treated patients versus 1 among 4848 control-treated patients. In 52 global 
controlled and uncontrolled clinical trials of HUMIRA in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV 
with a median duration of approximately 0.7 years, including 24,605 patients and over 40,215 patient-years of 
HUMIRA, the observed rate of lymphomas was approximately 0.11 per 100 patient-years. This is approximately 
3-fold higher than expected in the general U.S. population according to the SEER database (adjusted for age, 
gender, and race).1 Rates of lymphoma in clinical trials of HUMIRA cannot be compared to rates of lymphoma 
in clinical trials of other TNF blockers and may not predict the rates observed in a broader patient population. 
Patients with RA and other chronic inflammatory diseases, particularly those with highly active disease and/or  
chronic exposure to immunosuppressant therapies, may be at a higher risk (up to several fold) than the 
general population for the development of lymphoma, even in the absence of TNF blockers. Post-marketing 
cases of acute and chronic leukemia have been reported in association with TNF-blocker use in RA and 
other indications. Even in the absence of TNF-blocker therapy, patients with RA may be at a higher risk 
(approximately 2-fold) than the general population for the development of leukemia. 
Malignancies in Pediatric Patients and Young Adults
Malignancies, some fatal, have been reported among children, adolescents, and young adults who received 
treatment with TNF-blockers (initiation of therapy ≤ 18 years of age), of which HUMIRA is a member. 
Approximately half the cases were lymphomas, including Hodgkin’s and non-Hodgkin’s lymphoma. The other 
cases represented a variety of different malignancies and included rare malignancies usually associated 
with immunosuppression and malignancies that are not usually observed in children and adolescents. The 
malignancies occurred after a median of 30 months of therapy (range 1 to 84 months). Most of the patients 
were receiving concomitant immunosuppressants. These cases were reported post-marketing and are derived 
from a variety of sources including registries and spontaneous postmarketing reports. 
Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been 
reported in patients treated with TNF blockers including HUMIRA. These cases have had a very aggressive disease 
course and have been fatal. The majority of reported TNF blocker cases have occurred in patients with Crohn’s 
disease or ulcerative colitis and the majority were in adolescent and young adult males. Almost all of these patients 
had received treatment with the immunosuppressants azathioprine or 6-mercaptopurine (6–MP) concomitantly 
with a TNF blocker at or prior to diagnosis. It is uncertain whether the occurrence of HSTCL is related to use of a 
TNF blocker or a TNF blocker in combination with these other immunosuppressants. The potential risk with the 
combination of azathioprine or 6-mercaptopurine and HUMIRA should be carefully considered. 
Hypersensitivity Reactions
Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If an anaphylactic 
or other serious allergic reaction occurs, immediately discontinue administration of HUMIRA and institute 
appropriate therapy. In clinical trials of HUMIRA, hypersensitivity reactions (e.g., rash, anaphylactoid reaction, 
fixed drug reaction, non-specified drug reaction, urticaria) have been observed. 
Hepatitis B Virus Reactivation
Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) in 
patients who are chronic carriers of this virus. In some instances, HBV reactivation occurring in conjunction 
with TNF blocker therapy has been fatal. The majority of these reports have occurred in patients concomitantly 
receiving other medications that suppress the immune system, which may also contribute to HBV reactivation. 
Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF blocker 
therapy. Exercise caution in prescribing TNF blockers for patients identified as carriers of HBV. Adequate data 
are not available on the safety or efficacy of treating patients who are carriers of HBV with anti-viral therapy 
in conjunction with TNF blocker therapy to prevent HBV reactivation. For patients who are carriers of HBV and 
require treatment with TNF blockers, closely monitor such patients for clinical and laboratory signs of active HBV 
infection throughout therapy and for several months following termination of therapy. In patients who develop 
HBV reactivation, stop HUMIRA and initiate effective anti-viral therapy with appropriate supportive treatment. 
The safety of resuming TNF blocker therapy after HBV reactivation is controlled is not known. Therefore, 
exercise caution when considering resumption of HUMIRA therapy in this situation and monitor patients closely. 
Neurologic Reactions
Use of TNF blocking agents, including HUMIRA, has been associated with rare cases of new onset or 
exacerbation of clinical symptoms and/or radiographic evidence of central nervous system demyelinating 
disease, including multiple sclerosis (MS) and optic neuritis, and peripheral demyelinating disease, including 
Guillain-Barré syndrome. Exercise caution in considering the use of HUMIRA in patients with preexisting or 
recent-onset central or peripheral nervous system demyelinating disorders; discontinuation of HUMIRA should 
be considered if any of these disorders develop. There is a known association between intermediate uveitis 
and central demyelinating disorders. 
Hematological Reactions
Rare reports of pancytopenia including aplastic anemia have been reported with TNF blocking agents. Adverse 
reactions of the hematologic system, including medically significant cytopenia (e.g., thrombocytopenia, 
leukopenia) have been infrequently reported with HUMIRA. The causal relationship of these reports to HUMIRA 
remains unclear. Advise all patients to seek immediate medical attention if they develop signs and symptoms 
suggestive of blood dyscrasias or infection (e.g., persistent fever, bruising, bleeding, pallor) while on HUMIRA. 
Consider discontinuation of HUMIRA therapy in patients with confirmed significant hematologic abnormalities. 
Increased Risk of Infection when Used with Anakinra
Concurrent use of anakinra (an interleukin-1 antagonist) and another TNF-blocker, was associated with a greater 
proportion of serious infections and neutropenia and no added benefit compared with the TNF-blocker alone in 
patients with RA. Therefore, the combination of HUMIRA and anakinra is not recommended [see Drug Interactions].
Heart Failure
Cases of worsening congestive heart failure (CHF) and new onset CHF have been reported with TNF blockers. 
Cases of worsening CHF have also been observed with HUMIRA. HUMIRA has not been formally studied in 
patients with CHF; however, in clinical trials of another TNF blocker, a higher rate of serious CHF-related 
adverse reactions was observed. Exercise caution when using HUMIRA in patients who have heart failure and 
monitor them carefully. 
Autoimmunity
Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in the development of a 
lupus-like syndrome. If a patient develops symptoms suggestive of a lupus-like syndrome following treatment 
with HUMIRA, discontinue treatment [see Adverse Reactions]. 
Immunizations
In a placebo-controlled clinical trial of patients with RA, no difference was detected in anti-pneumococcal antibody 
response between HUMIRA and placebo treatment groups when the pneumococcal polysaccharide vaccine 
and influenza vaccine were administered concurrently with HUMIRA. Similar proportions of patients developed 
protective levels of anti-influenza antibodies between HUMIRA and placebo treatment groups; however, titers in 
aggregate to influenza antigens were moderately lower in patients receiving HUMIRA. The clinical significance of 
this is unknown. Patients on HUMIRA may receive concurrent vaccinations, except for live vaccines. No data are 
available on the secondary transmission of infection by live vaccines in patients receiving HUMIRA. 
It is recommended that pediatric patients, if possible, be brought up to date with all immunizations in 
agreement with current immunization guidelines prior to initiating HUMIRA therapy. Patients on HUMIRA may 
receive concurrent vaccinations, except for live vaccines. 
The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in utero is unknown. 
Risks and benefits should be considered prior to vaccinating (live or live-attenuated) exposed infants [see Use 
in Specific Populations]. 
Increased Risk of Infection When Used with Abatacept
In controlled trials, the concurrent administration of TNF-blockers and abatacept was associated with a greater 
proportion of serious infections than the use of a TNF-blocker alone; the combination therapy, compared to the 
use of a TNF-blocker alone, has not demonstrated improved clinical benefit in the treatment of RA. Therefore, 
the combination of abatacept with TNF-blockers including HUMIRA is not recommended [see Drug Interactions]. 

ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling: 
• Serious Infections [see Warnings and Precautions]
• Malignancies [see Warnings and Precautions]
• Hypersensitivity Reactions [see Warnings and Precautions]
• Hepatitis B Virus Reactivation [see Warnings and Precautions]
• Neurologic Reactions [see Warnings and Precautions]
• Hematological Reactions [see Warnings and Precautions]
• Heart Failure [see Warnings and Precautions]
• Autoimmunity [see Warnings and Precautions]
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 to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
The most common adverse reaction with HUMIRA was injection site reactions. In placebo-controlled trials, 20% 
of patients treated with HUMIRA developed injection site reactions (erythema and/or itching, hemorrhage, pain 
or swelling), compared to 14% of patients receiving placebo. Most injection site reactions were described as 
mild and generally did not necessitate drug discontinuation. 
The proportion of patients who discontinued treatment due to adverse reactions during the double-blind, 
placebo-controlled portion of studies in patients with RA (i.e., Studies RA-I, RA-II, RA-III and RA-IV) was 7% for 
patients taking HUMIRA and 4% for placebo-treated patients. The most common adverse reactions leading to 
discontinuation of HUMIRA in these RA studies were clinical flare reaction (0.7%), rash (0.3%) and pneumonia 
(0.3%). 
Infections
In the controlled portions of the 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, 
Ps, HS and UV, the rate of serious infections was 4.3 per 100 patient-years in 7973 HUMIRA-treated patients 
versus a rate of 2.9 per 100 patient-years in 4848 control-treated patients. Serious infections observed 
included pneumonia, septic arthritis, prosthetic and post-surgical infections, erysipelas, cellulitis, diverticulitis, 
and pyelonephritis [see Warnings and Precautions]. 
Tuberculosis and Opportunistic Infections
In 52 global controlled and uncontrolled clinical trials in RA, PsA, AS, CD, UC, Ps, HS and UV that included 
24,605 HUMIRA-treated patients, the rate of reported active tuberculosis was 0.20 per 100 patient-years 
and the rate of positive PPD conversion was 0.09 per 100 patient-years. In a subgroup of 10,113 U.S. and 
Canadian HUMIRA-treated patients, the rate of reported active TB was 0.05 per 100 patient-years and the rate 
of positive PPD conversion was 0.07 per 100 patient-years. These trials included reports of miliary, lymphatic, 
peritoneal, and pulmonary TB. Most of the TB cases occurred within the first eight months after initiation 
of therapy and may reflect recrudescence of latent disease. In these global clinical trials, cases of serious 
opportunistic infections have been reported at an overall rate of 0.05 per 100 patient-years. Some cases of 
serious opportunistic infections and TB have been fatal [see Warnings and Precautions]. 
Autoantibodies
In the rheumatoid arthritis controlled trials, 12% of patients treated with HUMIRA and 7% of placebo-treated 
patients that had negative baseline ANA titers developed positive titers at week 24. Two patients out of 3046 
treated with HUMIRA developed clinical signs suggestive of new-onset lupus-like syndrome. The patients improved 
following discontinuation of therapy. No patients developed lupus nephritis or central nervous system symptoms. 
The impact of long-term treatment with HUMIRA on the development of autoimmune diseases is unknown. 
Liver Enzyme Elevations 
There have been reports of severe hepatic reactions including acute liver failure in patients receiving  
TNF-blockers. In controlled Phase 3 trials of HUMIRA (40 mg SC every other week) in patients with RA, PsA, 
and AS with control period duration ranging from 4 to 104 weeks, ALT elevations ≥ 3 x ULN occurred in 3.5% 
of HUMIRA-treated patients and 1.5% of control-treated patients. Since many of these patients in these trials 
were also taking medications that cause liver enzyme elevations (e.g., NSAIDS, MTX), the relationship between 
HUMIRA and the liver enzyme elevations is not clear. In a controlled Phase 3 trial of HUMIRA in patients with 
polyarticular JIA who were 4 to 17 years, ALT elevations ≥ 3 x ULN occurred in 4.4% of HUMIRA-treated patients 
and 1.5% of control-treated patients (ALT more common than AST); liver enzyme test elevations were more 
frequent among those treated with the combination of HUMIRA and MTX than those treated with HUMIRA alone. 
In general, these elevations did not lead to discontinuation of HUMIRA treatment. No ALT elevations ≥ 3 x ULN 
occurred in the open-label study of HUMIRA in patients with polyarticular JIA who were 2 to <4 years. 
In controlled Phase 3 trials of HUMIRA (initial doses of 160 mg and 80 mg, or 80 mg and 40 mg on Days 1 and 
15, respectively, followed by 40 mg every other week) in adult patients with Crohn’s Disease with a control 
period duration ranging from 4 to 52 weeks, ALT elevations ≥ 3 x ULN occurred in 0.9% of HUMIRA-treated 
patients and 0.9% of control-treated patients. In the Phase 3 trial of HUMIRA in pediatric patients with Crohn’s 
disease which evaluated efficacy and safety of two body weight based maintenance dose regimens following 
body weight based induction therapy up to 52 weeks of treatment, ALT elevations ≥ 3 x ULN occurred in 2.6% 
(5/192) of patients, of whom 4 were receiving concomitant immunosuppressants at baseline; none of these 
patients discontinued due to abnormalities in ALT tests. In controlled Phase 3 trials of HUMIRA (initial doses 
of 160 mg and 80 mg on Days 1 and 15 respectively, followed by 40 mg every other week) in adult patients 
with UC with control period duration ranging from 1 to 52 weeks, ALT elevations ≥3 x ULN occurred in 1.5% 
of HUMIRA-treated patients and 1.0% of control-treated patients. In the controlled Phase 3 trial of HUMIRA in 
patients with pediatric ulcerative colitis (N=93), which evaluated efficacy and safety of a maintenance dose of 
0.6 mg/kg (maximum of 40 mg) every other week (N=31) and a maintenance dose of 0.6 mg/kg (maximum of 
40 mg) every week (N=32), following body weight based induction doses of 2.4 mg/kg (maximum of 160 mg) 
at Week 0 and Week 1, and 1.2 mg/kg (maximum of 80 mg) at Week 2 (N=63), or an induction dose of  
2.4 mg/kg (maximum of 160 mg) at Week 0, placebo at Week 1, and 1.2 mg/kg (maximum of 80 mg) at Week 
2 (N=30), ALT elevations ≥ 3 X ULN occurred in 1.1% (1/93) of patients. In controlled Phase 3 trials of HUMIRA 
(initial dose of 80 mg then 40 mg every other week) in patients with Ps with control period duration ranging 
from 12 to 24 weeks, ALT elevations ≥ 3 x ULN occurred in 1.8% of HUMIRA-treated patients and 1.8% of 
control-treated patients. In controlled trials of HUMIRA (initial doses of 160 mg at Week 0 and 80 mg at Week 
2, followed by 40 mg every week starting at Week 4), in subjects with HS with a control period duration 
ranging from 12 to 16 weeks, ALT elevations ≥ 3 x ULN occurred in 0.3% of HUMIRA-treated subjects and 
0.6% of control-treated subjects. In controlled trials of HUMIRA (initial doses of 80 mg at Week 0 followed by 
40 mg every other week starting at Week 1) in adult patients with uveitis with an exposure of 165.4 PYs and 
119.8 PYs in HUMIRA-treated and control-treated patients, respectively, ALT elevations ≥ 3 x ULN occurred in 
2.4% of HUMIRA-treated patients and 2.4% of control-treated patients. 
Other Adverse Reactions
Rheumatoid Arthritis Clinical Studies
The data described below reflect exposure to HUMIRA in 2468 patients, including 2073 exposed for 6 months, 
1497 exposed for greater than one year and 1380 in adequate and well-controlled studies (Studies RA-I, RA-II, 
RA-III, and RA-IV). HUMIRA was studied primarily in placebo-controlled trials and in long-term follow up studies 
for up to 36 months duration. The population had a mean age of 54 years, 77% were female, 91% were 
Caucasian and had moderately to severely active rheumatoid arthritis. Most patients received 40 mg HUMIRA 
every other week. 
Table 1 summarizes reactions reported at a rate of at least 5% in patients treated with HUMIRA 40 mg every 
other week compared to placebo and with an incidence higher than placebo. In Study RA-III, the types and 
frequencies of adverse reactions in the second year open-label extension were similar to those observed in the 
one-year double-blind portion. 
Table 1.  Adverse Reactions Reported by ≥5% of Patients Treated with HUMIRA During Placebo-

Controlled Period of Pooled RA Studies (Studies RA-I, RA-II, RA-III, and RA-IV) 
 HUMIRA  

40 mg subcutaneous  
Every Other Week 

Placebo

 (N=705) (N=690)

Adverse Reaction (Preferred Term)   

  Respiratory   

     Upper respiratory infection 17% 13%

     Sinusitis 11% 9%

     Flu syndrome 7% 6%

Gastrointestinal   

     Nausea 9% 8%

     Abdominal pain 7% 4%

Laboratory Tests*   

     Laboratory test abnormal 8% 7%

     Hypercholesterolemia 6% 4%

     Hyperlipidemia 7% 5%

     Hematuria 5% 4%

     Alkaline phosphatase increased 5% 3%

Other   

     Headache 12% 8%

     Rash 12% 6%

     Accidental injury 10% 8%

     Injection site reaction ** 8% 1%

     Back pain 6% 4%

     Urinary tract infection 8% 5%
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DO NOT RE-SIZE

Indications Study  
Duration

Anti-Adalimumab Antibody 
Incidence by ELISA (n/N)

Anti-Adalimumab 
Antibody 

Incidence by ECL 
Assay (n/N)

In all patients 
who received 
adalimumab 

In patients with 
serum adalimumab 
concentrations  
< 2 mcg/mL 

Juvenile 
Idiopathic 
Arthritis 
(JIA)

4 to 17 years of ageb 48 weeks 16% (27/171) NR NA
2 to 4 years of age or 
≥ 4 years of age and 
weighing < 15 kg

24 weeks 7% (1/15)c NR NA

Psoriatic Arthritisd 48 weekse 13% (24/178) NR NA
Ankylosing Spondylitis 24 weeks 9% (16/185) NR NA
Adult Crohn’s Disease 56 weeks 3% (7/269) 8% (7/86) NA
Pediatric Crohn’s Disease 52 weeks 3% (6/182) 10% (6/58) NA
Adult Ulcerative Colitis 52 weeks 5% (19/360) 21% (19/92) NA
Pediatric Ulcerative Colitis 52 weeks 3% (3/100) 13% (3/23) 33% (33/100)i

Plaque Psoriasisf Up to 52 weeksg 8% (77/920) 21% (77/372) NA
Hidradenitis Suppurativa 36 weeks 7% (30/461) 28% (58/207)h 61% (272/445)j

Non-infectious Uveitis 52 weeks 5% (12/249) 21% (12/57) 40% (99/249)k

n: number of patients with anti-adalimumab antibody; NR: not reported; NA: Not applicable (not performed)
a In patients receiving concomitant methotrexate (MTX), the incidence of anti-adalimumab antibody was 1% 
compared to 12% with HUMIRA monotherapy 
b In patients receiving concomitant MTX, the incidence of anti-adalimumab antibody was 6% compared to 26% 
with HUMIRA monotherapy 
c This patient received concomitant MTX
d In patients receiving concomitant MTX, the incidence of antibody development was 7% compared to 1% in RA
e Subjects enrolled after completing 2 previous studies of 24 weeks or 12 weeks of treatments.
f In plaque psoriasis patients who were on HUMIRA monotherapy and subsequently withdrawn from the treatment, 
the rate of antibodies to adalimumab after retreatment was similar to the rate observed prior to withdrawal
g One 12-week Phase 2 study and one 52-week Phase 3 study
h Among subjects in the 2 Phase 3 studies who stopped HUMIRA treatment for up to 24 weeks and in whom 
adalimumab serum levels subsequently declined to <2 mcg/mL (approximately 22% of total subjects studied)
i No apparent association between antibody development and safety was observed. The association of antibody 
development and efficacy outcome was not assessed due to limited number of subjects in each treatment 
group stratified by anti-adalimumab antibody titer.
j No apparent association between antibody development and safety was observed
k No correlation of antibody development to safety or efficacy outcomes was observed  
Rheumatoid Arthritis and Psoriatic Arthritis: Patients in Studies RA-I, RA-II, and RA-III were tested at multiple 
time points for antibodies to adalimumab using the ELISA during the 6- to 12-month period. No apparent 
correlation of antibody development to adverse reactions was observed. With monotherapy, patients receiving 
every other week dosing may develop antibodies more frequently than those receiving weekly dosing. 
In patients receiving the recommended dosage of 40 mg every other week as monotherapy, the ACR 20 
response was lower among antibody-positive patients than among antibody-negative patients. The long-term 
immunogenicity of HUMIRA is unknown. 
Postmarketing Experience
The following adverse reactions have been identified during post-approval use of HUMIRA. 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 HUMIRA exposure. 
Gastrointestinal disorders: Diverticulitis, large bowel perforations including perforations associated with 
diverticulitis and appendiceal perforations associated with appendicitis, pancreatitis 
General disorders and administration site conditions: Pyrexia 
Hepato-biliary disorders: Liver failure, hepatitis 
Immune system disorders: Sarcoidosis 
Neoplasms benign, malignant and unspecified (including cysts and polyps): Merkel Cell Carcinoma 
(neuroendocrine carcinoma of the skin) 
Nervous system disorders: Demyelinating disorders (e.g., optic neuritis, Guillain-Barré syndrome), 
cerebrovascular accident 
Respiratory disorders: Interstitial lung disease, including pulmonary fibrosis, pulmonary embolism 
Skin reactions: Stevens Johnson Syndrome, cutaneous vasculitis, erythema multiforme, new or worsening 
psoriasis (all sub-types including pustular and palmoplantar), alopecia, lichenoid skin reaction 
Vascular disorders: Systemic vasculitis, deep vein thrombosis 

DRUG INTERACTIONS
Methotrexate
HUMIRA has been studied in rheumatoid arthritis (RA) patients taking concomitant methotrexate (MTX). 
Although MTX reduced the apparent adalimumab clearance, the data do not suggest the need for dose 
adjustment of either HUMIRA or MTX. 
Biological Products 
In clinical studies in patients with RA, an increased risk of serious infections has been observed with the 
combination of TNF blockers with anakinra or abatacept, with no added benefit; therefore, use of HUMIRA with 
abatacept or anakinra is not recommended in patients with RA [see Warnings and Precautions]. A higher rate of 
serious infections has also been observed in patients with RA treated with rituximab who received subsequent 
treatment with a TNF blocker. There is insufficient information regarding the concomitant use of HUMIRA and 
other biologic products for the treatment of RA, PsA, AS, CD, UC, Ps, HS and UV. Concomitant administration of 
HUMIRA with other biologic DMARDS (e.g., anakinra and abatacept) or other TNF blockers is not recommended 
based upon the possible increased risk for infections and other potential pharmacological interactions. 
Live Vaccines
Avoid the use of live vaccines with HUMIRA [see Warnings and Precautions]. 
Cytochrome P450 Substrates
The formation of CYP450 enzymes may be suppressed by increased concentrations of cytokines  
(e.g., TNFα, IL-6) during chronic inflammation. It is possible for a molecule that antagonizes cytokine activity, 
such as adalimumab, to influence the formation of CYP450 enzymes. Upon initiation or discontinuation of 
HUMIRA in patients being treated with CYP450 substrates with a narrow therapeutic index, monitoring of 
the effect (e.g., warfarin) or drug concentration (e.g., cyclosporine or theophylline) is recommended and the 
individual dose of the drug product may be adjusted as needed. 

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Available studies with use of adalimumab during pregnancy do not reliably establish an association between 
adalimumab and major birth defects. Clinical data are available from the Organization of Teratology Information 
Specialists (OTIS)/MotherToBaby HUMIRA Pregnancy Registry in pregnant women with rheumatoid arthritis (RA) 
or Crohn’s disease (CD). Registry results showed a rate of 10% for major birth defects with first trimester use 
of adalimumab in pregnant women with RA or CD and a rate of 7.5% for major birth defects in the disease-
matched comparison cohort. The lack of pattern of major birth defects is reassuring and differences between 
exposure groups may have impacted the occurrence of birth defects (see Data). 
Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect 
immune response in the in-utero exposed infant (see Clinical Considerations). In an embryo-fetal perinatal 
development study conducted in cynomolgus monkeys, no fetal harm or malformations were observed with 
intravenous administration of adalimumab during organogenesis and later in gestation, at doses that produced 
exposures up to approximately 373 times the maximum recommended human dose (MRHD) of 40 mg 
subcutaneous without methotrexate (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated populations is 
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the 
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2-4% and 15-20%, respectively. 
Clinical Considerations
Disease-associated maternal and embryo/fetal risk
Published data suggest that the risk of adverse pregnancy outcomes in women with RA or inflammatory bowel 
disease (IBD) is associated with increased disease activity. Adverse pregnancy outcomes include preterm delivery 
(before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational age at birth. 
Fetal/Neonatal Adverse Reactions
Monoclonal antibodies are increasingly transported across the placenta as pregnancy progresses, with the 
largest amount transferred during the third trimester (see Data). Risks and benefits should be considered prior 
to administering live or live-attenuated vaccines to infants exposed to HUMIRA in utero [see Use in Specific 
Populations]. 
Data
Human Data
A prospective cohort pregnancy exposure registry conducted by OTIS/MotherToBaby in the U.S. and Canada 
between 2004 and 2016 compared the risk of major birth defects in live-born infants of 221 women (69 RA, 
152 CD) treated with adalimumab during the first trimester and 106 women (74 RA, 32 CD) not treated with 
adalimumab. 
The proportion of major birth defects among live-born infants in the adalimumab-treated and untreated cohorts 
was 10% (8.7% RA, 10.5% CD) and 7.5% (6.8% RA, 9.4% CD), respectively. The lack of pattern of major birth 
defects is reassuring and differences between exposure groups may have impacted the occurrence of birth 
defects. This study cannot reliably establish whether there is an association between adalimumab and major 
birth defects because of methodological limitations of the registry, including small sample size, the voluntary 
nature of the study, and the non-randomized design. 

In an independent clinical study conducted in ten pregnant women with IBD treated with HUMIRA, adalimumab 
concentrations were measured in maternal serum as well as in cord blood (n=10) and infant serum (n=8) on 
the day of birth. The last dose of HUMIRA was given between 1 and 56 days prior to delivery. Adalimumab 
concentrations were 0.16-19.7 µg/mL in cord blood, 4.28-17.7 µg/mL in infant serum, and 0-16.1 µg/mL in 
maternal serum. In all but one case, the cord blood concentration of adalimumab was higher than the maternal 
serum concentration, suggesting adalimumab actively crosses the placenta. In addition, one infant had serum 
concentrations at each of the following: 6 weeks (1.94 µg/mL), 7 weeks (1.31 µg/mL), 8 weeks (0.93 µg/mL), 
and 11 weeks (0.53 µg/mL), suggesting adalimumab can be detected in the serum of infants exposed in utero 
for at least 3 months from birth. 
Animal Data
In an embryo-fetal perinatal development study, pregnant cynomolgus monkeys received adalimumab from 
gestation days 20 to 97 at doses that produced exposures up to 373 times that achieved with the MRHD 
without methotrexate (on an AUC basis with maternal IV doses up to 100 mg/kg/week). Adalimumab did not 
elicit harm to the fetuses or malformations. 
Lactation
Risk Summary
Limited data from case reports in the published literature describe the presence of adalimumab in human 
milk at infant doses of 0.1% to 1% of the maternal serum concentration. Published data suggest that the 
systemic exposure to a breastfed infant is expected to be low because adalimumab is a large molecule and is 
degraded in the gastrointestinal tract. However, the effects of local exposure in the gastrointestinal tract are 
unknown. There are no reports of adverse effects of adalimumab on the breastfed infant and no effects on 
milk production. The developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for HUMIRA and any potential adverse effects on the breastfed child from HUMIRA or 
from the underlying maternal condition. 
Pediatric Use
The safety and effectiveness of HUMIRA have been established for: 
• reducing signs and symptoms of moderately to severely active polyarticular JIA in pediatric patients 2 years 

of age and older. 
• the treatment of moderately to severely active Crohn’s disease in pediatric patients 6 years of age and older.
• the treatment of moderately to severely active ulcerative colitis in pediatric patients 5 years of age and older.
• the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older. 
• the treatment of non-infectious intermediate, posterior, and panuveitis in pediatric patients 2 years of age 

and older.
Due to its inhibition of TNFα, HUMIRA administered during pregnancy could affect immune response in the  
in utero-exposed newborn and infant. Data from eight infants exposed to HUMIRA in utero suggest adalimumab 
crosses the placenta [see Use in Specific Populations]. The clinical significance of elevated adalimumab 
concentrations in infants is unknown. The safety of administering live or live-attenuated vaccines in exposed 
infants is unknown. Risks and benefits should be considered prior to vaccinating (live or live-attenuated) 
exposed infants. 
Post-marketing cases of lymphoma, including hepatosplenic T-cell lymphoma and other malignancies, some 
fatal, have been reported among children, adolescents, and young adults who received treatment with  
TNF-blockers including HUMIRA [see Warnings and Precautions]. 
Juvenile Idiopathic Arthritis
In Study JIA-I, HUMIRA was shown to reduce signs and symptoms of active polyarticular JIA in patients 4 to  
17 years of age. In Study JIA-II, the safety profile for patients 2 to <4 years of age was similar to the safety 
profile for patients 4 to 17 years of age with polyarticular JIA [see Adverse Reactions]. HUMIRA has not been 
studied in patients with polyarticular JIA less than 2 years of age or in patients with a weight below 10 kg. 
The safety of HUMIRA in patients in the polyarticular JIA trials was generally similar to that observed in adults 
with certain exceptions [see Adverse Reactions]. 
The safety and effectiveness of HUMIRA have not been established in pediatric patients with JIA less than  
2 years of age.
Pediatric Crohn’s Disease
The safety and effectiveness of HUMIRA for the treatment of moderately to severely active Crohn’s disease 
have been established in pediatric patients 6 years of age and older. Use of HUMIRA for this indication is 
supported by evidence from adequate and well-controlled studies in adults with additional data from a 
randomized, double-blind, 52-week clinical study of two dose concentrations of HUMIRA in 192 pediatric 
patients (6 years to 17 years of age) [see Adverse Reactions]. The adverse reaction profile in patients 6 years 
to 17 years of age was similar to adults. 
The safety and effectiveness of HUMIRA have not been established in pediatric patients with Crohn’s disease 
less than 6 years of age. 
Pediatric Ulcerative Colitis
The safety and effectiveness of HUMIRA for the treatment of moderately to severely active ulcerative colitis 
have been established in pediatric patients 5 years of age and older.  Use of HUMIRA for this indication 
is supported by evidence from adequate and well-controlled studies in adults with additional data from a 
randomized, double-blind, 52-week clinical study of two dose concentrations of HUMIRA in 93 pediatric 
patients (5 years to 17 years of age) [see Adverse Reactions]. The adverse reaction profile in patients 5 years 
to 17 years of age was similar to adults. 
The effectiveness of HUMIRA has not been established in patients who have lost response or were intolerant 
to TNF blockers.
The safety and effectiveness of HUMIRA have not been established in pediatric patients with ulcerative colitis 
less than 5 years of age.
Pediatric Uveitis
The safety and effectiveness of HUMIRA for the treatment of non-infectious uveitis have been established in 
pediatric patients 2 years of age and older. The use of HUMIRA is supported by evidence from adequate and 
well-controlled studies of HUMIRA in adults and a 2:1 randomized, controlled clinical study in 90 pediatric 
patients. The safety and effectiveness of HUMIRA have not been established in pediatric patients with uveitis 
less than 2 years of age. 
Hidradenitis Suppurativa
Use of HUMIRA in pediatric patients 12 years of age and older for HS is supported by evidence from adequate 
and well-controlled studies of HUMIRA in adult HS patients. Additional population pharmacokinetic modeling 
and simulation predicted that weight-based dosing of HUMIRA in pediatric patients 12 years of age and older 
can provide generally similar exposure to adult HS patients. The course of HS is sufficiently similar in adult and 
adolescent patients to allow extrapolation of data from adult to adolescent patients. The recommended dosage 
in pediatric patients 12 years of age or older is based on body weight. 
The safety and effectiveness of HUMIRA have not been established in patients less than 12 years of age with HS. 
Geriatric Use
A total of 519 RA patients 65 years of age and older, including 107 patients 75 years of age and older, received 
HUMIRA in clinical studies RA-I through IV. No overall difference in effectiveness was observed between these 
patients and younger patients. The frequency of serious infection and malignancy among HUMIRA treated 
patients 65 years of age and older was higher than for those less than 65 years of age. Consider the benefits 
and risks of HUMIRA in patients 65 years of age and older.  In patients treated with HUMIRA, closely monitor for 
the development of infection or malignancy [see Warnings and Precautions]. 
OVERDOSAGE
Doses up to 10 mg/kg have been administered to patients in clinical trials without evidence of dose-limiting 
toxicities. In case of overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions or effects and appropriate symptomatic treatment instituted immediately. 

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal studies of HUMIRA have not been conducted to evaluate the carcinogenic potential or its 
effect on fertility. 

PATIENT COUNSELING INFORMATION
Advise the patient or caregiver to read the FDA-approved patient labeling (Medication Guide and Instructions 
for Use). 
Infections
Inform patients that HUMIRA may lower the ability of their immune system to fight infections. Instruct patients 
of the importance of contacting their doctor if they develop any symptoms of infection, including tuberculosis, 
invasive fungal infections, and reactivation of hepatitis B virus infections [see Warnings and Precautions]. 
Malignancies
Counsel patients about the risk of malignancies while receiving HUMIRA [see Warnings and Precautions] 
Hypersensitivity Reactions
Advise patients to seek immediate medical attention if they experience any symptoms of severe 
hypersensitivity reactions. Advise latex-sensitive patients that the needle cap of the HUMIRA 40 mg/0.8 mL  
Pen and 40 mg/0.8 mL, 20 mg/0.4 mL and 10 mg/0.2 mL prefilled syringe may contain natural rubber latex 
[see Warnings and Precautions]. 
Other Medical Conditions
Advise patients to report any signs of new or worsening medical conditions such as congestive heart failure, 
neurological disease, autoimmune disorders, or cytopenias. Advise patients to report any symptoms suggestive 
of a cytopenia such as bruising, bleeding, or persistent fever [see Warnings and Precautions]. 
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Less Common Adverse Reactions in Rheumatoid Arthritis Clinical Studies
Other infrequent serious adverse reactions that do not appear in the Warnings and Precautions or Adverse 
Reaction sections that occurred at an incidence of less than 5% in HUMIRA-treated patients in RA studies were: 
Body As A Whole: Pain in extremity, pelvic pain, surgery, thorax pain 
Cardiovascular System: Arrhythmia, atrial fibrillation, chest pain, coronary artery disorder, heart arrest, hypertensive 
encephalopathy, myocardial infarct, palpitation, pericardial effusion, pericarditis, syncope, tachycardia 
Digestive System: Cholecystitis, cholelithiasis, esophagitis, gastroenteritis, gastrointestinal hemorrhage, 
hepatic necrosis, vomiting 
Endocrine System: Parathyroid disorder 
Hemic And Lymphatic System: Agranulocytosis, polycythemia 
Metabolic And Nutritional Disorders: Dehydration, healing abnormal, ketosis, paraproteinemia, peripheral edema 
Musculo-Skeletal System: Arthritis, bone disorder, bone fracture (not spontaneous), bone necrosis, joint 
disorder, muscle cramps, myasthenia, pyogenic arthritis, synovitis, tendon disorder 
Neoplasia: Adenoma 
Nervous System: Confusion, paresthesia, subdural hematoma, tremor 
Respiratory System: Asthma, bronchospasm, dyspnea, lung function decreased, pleural effusion 
Special Senses: Cataract 
Thrombosis: Thrombosis leg 
Urogenital System: Cystitis, kidney calculus, menstrual disorder 
Juvenile Idiopathic Arthritis Clinical Studies
In general, the adverse reactions in the HUMIRA-treated patients in the polyarticular juvenile idiopathic arthritis 
(JIA) trials (Studies JIA-I and JIA-II) were similar in frequency and type to those seen in adult patients [see 
Warnings and Precautions, Adverse Reactions]. Important findings and differences from adults are discussed 
in the following paragraphs. 
In Study JIA-I, HUMIRA was studied in 171 patients who were 4 to 17 years of age, with polyarticular JIA. 
Severe adverse reactions reported in the study included neutropenia, streptococcal pharyngitis, increased 
aminotransferases, herpes zoster, myositis, metrorrhagia, and appendicitis. Serious infections were observed 
in 4% of patients within approximately 2 years of initiation of treatment with HUMIRA and included cases of 
herpes simplex, pneumonia, urinary tract infection, pharyngitis, and herpes zoster. 
In Study JIA-I, 45% of patients experienced an infection while receiving HUMIRA with or without concomitant 
MTX in the first 16 weeks of treatment. The types of infections reported in HUMIRA-treated patients were 
generally similar to those commonly seen in polyarticular JIA patients who are not treated with TNF blockers. 
Upon initiation of treatment, the most common adverse reactions occurring in this patient population 
treated with HUMIRA were injection site pain and injection site reaction (19% and 16%, respectively). A less 
commonly reported adverse event in patients receiving HUMIRA was granuloma annulare which did not lead to 
discontinuation of HUMIRA treatment. 
In the first 48 weeks of treatment in Study JIA-I, non-serious hypersensitivity reactions were seen in 
approximately 6% of patients and included primarily localized allergic hypersensitivity reactions and allergic rash. 
In Study JIA-I, 10% of patients treated with HUMIRA who had negative baseline anti-dsDNA antibodies 
developed positive titers after 48 weeks of treatment. No patient developed clinical signs of autoimmunity 
during the clinical trial. 
Approximately 15% of patients treated with HUMIRA developed mild-to-moderate elevations of creatine 
phosphokinase (CPK) in Study JIA-I. Elevations exceeding 5 times the upper limit of normal were observed in 
several patients. CPK concentrations decreased or returned to normal in all patients. Most patients were able 
to continue HUMIRA without interruption. 
In Study JIA-II, HUMIRA was studied in 32 patients who were 2 to <4 years of age or 4 years of age and older 
weighing <15 kg with polyarticular JIA. The safety profile for this patient population was similar to the safety 
profile seen in patients 4 to 17 years of age with polyarticular JIA. 
In Study JIA-II, 78% of patients experienced an infection while receiving HUMIRA. These included 
nasopharyngitis, bronchitis, upper respiratory tract infection, otitis media, and were mostly mild to moderate in 
severity. Serious infections were observed in 9% of patients receiving HUMIRA in the study and included dental 
caries, rotavirus gastroenteritis, and varicella. 
In Study JIA-II, non-serious allergic reactions were observed in 6% of patients and included intermittent 
urticaria and rash, which were all mild in severity. 
Psoriatic Arthritis and Ankylosing Spondylitis Clinical Studies
HUMIRA has been studied in 395 patients with psoriatic arthritis (PsA) in two placebo-controlled trials and in 
an open label study and in 393 patients with ankylosing spondylitis (AS) in two placebo-controlled studies. The 
safety profile for patients with PsA and AS treated with HUMIRA 40 mg every other week was similar to the 
safety profile seen in patients with RA, HUMIRA Studies RA-I through IV. 
Crohn’s Disease Clinical Studies
Adults:  The safety profile of HUMIRA in 1478 adult patients with Crohn’s disease from four placebo-controlled 
and two open-label extension studies was similar to the safety profile seen in patients with RA. 
Pediatric Patients 6 Years to 17 Years:  The safety profile of HUMIRA in 192 pediatric patients from one double-
blind study (Study PCD-I) and one open-label extension study was similar to the safety profile seen in adult 
patients with Crohn’s disease. 
During the 4-week open label induction phase of Study PCD-I, the most common adverse reactions occurring 
in the pediatric population treated with HUMIRA were injection site pain and injection site reaction (6% and 
5%, respectively). 
A total of 67% of children experienced an infection while receiving HUMIRA in Study PCD-I. These included 
upper respiratory tract infection and nasopharyngitis. 
A total of 5% of children experienced a serious infection while receiving HUMIRA in Study PCD-I. These included 
viral infection, device related sepsis (catheter), gastroenteritis, H1N1 influenza, and disseminated histoplasmosis. 
In Study PCD-I, allergic reactions were observed in 5% of children which were all non-serious and were 
primarily localized reactions. 
Ulcerative Colitis Clinical Studies
Adults: The safety profile of HUMIRA in 1010 adult patients with ulcerative colitis (UC) from two placebo-
controlled studies and one open-label extension study was similar to the safety profile seen in patients with RA.
Pediatric Patients 5 Years to 17 Years:  The safety profile of HUMIRA in 93 pediatric patients with ulcerative 
colitis from one double-blind study and one open-label extension study was similar to the safety profile seen in 
adult patients with ulcerative colitis.
Plaque Psoriasis Clinical Studies
HUMIRA has been studied in 1696 subjects with plaque psoriasis (Ps) in placebo-controlled and open-label 
extension studies. The safety profile for subjects with Ps treated with HUMIRA was similar to the safety profile 
seen in subjects with RA with the following exceptions. In the placebo-controlled portions of the clinical trials in Ps 
subjects, HUMIRA-treated subjects had a higher incidence of arthralgia when compared to controls (3% vs. 1%). 
Hidradenitis Suppurativa Clinical Studies
HUMIRA has been studied in 727 subjects with hidradenitis suppurativa (HS) in three placebo-controlled 
studies and one open-label extension study. The safety profile for subjects with HS treated with HUMIRA 
weekly was consistent with the known safety profile of HUMIRA. 
Flare of HS, defined as ≥25% increase from baseline in abscesses and inflammatory nodule counts and with a 
minimum of 2 additional lesions, was documented in 22 (22%) of the 100 subjects who were withdrawn from 
HUMIRA treatment following the primary efficacy timepoint in two studies. 
Uveitis Clinical Studies
HUMIRA has been studied in 464 adult patients with uveitis (UV) in placebo-controlled and open-label extension 
studies and in 90 pediatric patients with uveitis (Study PUV-I). The safety profile for patients with UV treated 
with HUMIRA was similar to the safety profile seen in patients with RA. 
Immunogenicity
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation 
is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of 
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including 
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying 
disease. For these reasons, comparison of the incidence of antibodies in the studies described below with the 
incidence of antibodies in other studies or to other adalimumab products may be misleading.
There are two assays that have been used to measure anti-adalimumab antibodies. With the ELISA, antibodies 
to adalimumab could be detected only when serum adalimumab concentrations were < 2 mcg/mL. The ECL 
assay can detect anti-adalimumab antibody titers independent of adalimumab concentrations in the serum 
samples. The incidence of anti-adalimumab antibody (AAA) development in patients treated with HUMIRA are 
presented in Table 2.
Table 2:  Anti-Adalimumab Antibody Development Determined by ELISA and ECL Assay in Patients 

Treated with HUMIRA
Indications Study  

Duration
Anti-Adalimumab Antibody 
Incidence by ELISA (n/N)

Anti-Adalimumab 
Antibody 

Incidence by ECL 
Assay (n/N)

In all patients 
who received 
adalimumab 

In patients with 
serum adalimumab 
concentrations  
< 2 mcg/mL 

Rheumatoid Arthritisa 6 to 12 months 5% (58/1062) NR NA
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QUESTIONS LINGER 
AROUND COVID-19’S ORIGIN
by MIKE HENNESSY SR 

WAS IT NATURAL ZOONOTIC SPILLOVER 
that catapulted SARS-CoV-2 from an emerg-
ing virus into a pandemic pathogen or was it 
something much more sinister? Is it at all pos-
sible that a lab leak in Wuhan, China, was the 

spark that lit the fuse? 

Debate about the origin of the virus that causes COVID-19 has 
been at the forefront of the global consciousness since the 
first cases were reported in December 2019. 

Early on, whispers of a potentially engineered virus quickly 
grew to a roar and fueled speculation that China was behind 
the pandemic. This narrative was so pervasive that, in 
February 2020, a group of 27 public health scientists pub-
lished a letter in The Lancet disputing the lab leak theory and 
announcing their support of their counterparts in China: the 
scientists, public health officials, and medical professionals 
combating the pandemic. 

“The rapid, open, and transparent sharing of data on this out-
break is now being threatened by rumors and misinforma-
tion around its origins,” wrote the authors, who all declared no 
competing interests in their disclosures as recommended by 
the International Committee of Medical Journal Editors. “We 
stand together to strongly condemn conspiracy theories sug-
gesting that COVID-19 does not have a natural origin.”

And although it’s true that analyses of the genomic sequence 
of the virus subsequently pointed to natural origins, the ques-
tions regarding China’s role persisted, led by pesky discrepan-
cies and conflicting reports. 

Fast forward to June 2021 and new evidence that has 
breathed new life into those origin questions. In an update 
to the February 2020 letter, The Lancet has published an 
addendum with revised disclosure statements from virolo-
gist and investigator Peter Daszak, one of the 27 authors. In 
the revised document, Daszak noted that his remuneration is 
paid solely in the form of a salary from EcoHealth Alliance, a 
New York–based nonprofit research foundation of which he is 
president. The company has reportedly worked directly with 
Wuhan laboratories and funded gain-of-function research at 
China’s Wuhan Institute of Virology. 

Consider, too, other odd associations. Recent reports have 
uncovered financial ties between Google and EcoHealth 
Alliance. This comes after accusations that the tech giant was 
censoring lab leak “conspiracy theory” stories in its search 
results. Google’s health lead, David Feinberg, has dismissed 
those reports, insisting that the company is simply taking 
steps to protect users from unverified information.

Are these coincidences or “where there’s smoke, there’s 
fire” situations? It’s unclear. But they add to the bank of trou-
blesome questions standing in the way of the truth about 
COVID-19.

The questions extend beyond origin theory, though. With the 
FDA’s green-lighting of vaccines for adolescents and young 
adults comes hesitation over long-term effects: What is the 
effect on fertility? Do the vaccines cause heart inflammation? 
Robert Malone, MD, the inventor of the mRNA technology, 
appeared on television recently, expressing strong concern 
over the risk-benefit analysis of vaccination for young adults, 
and the Centers for Disease Control and Prevention’s Advisory 
Committee on Immunization Practices recently met to discuss 
instances of myocarditis and pericarditis in people 30 years 
and younger who have received an mRNA COVID-19 vaccine. 

Of course, the answer to our ultimate question is that we may 
never know. 

We may never know where this virus came from. We may 
never know what triggered the global pandemic that has 
claimed more than 3.8 million lives. And we won’t know the 
long-term effects until enough time has elapsed. What we do 
know for certain is that the incredible strength and collabo-
ration of the scientific community have allowed us to regain 
some semblance of normalcy. The development and rollout of 
multiple effective vaccine options have been the medical mir-
acle of our lifetime. 

That, right now, will have to be the only answer that matters. 

Thank you for reading. 

MIKE HENNESSY SR IS CHAIRMAN AND FOUNDER OF DERMATOLOGY 
TIMES®’ PARENT COMPANY, MJH LIFE SCIENCES™. 
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from our sister publication, MEDICAL ECONOMICS®

P atient engagement is a cornerstone of 
health care quality, driving active col-
laboration and shared decision-mak-
ing among patients, families, and pro-

viders. Now more than ever, patients are becom-
ing informed consumers of health care services, 
leveraging increased access to their digital 
health records and extensive condition-specific 
information available online.

This dynamic presents an important oppor-
tunity for health care providers to build more 
effective patient partnership models throughout 
the customer’s life cycle. Today’s patients want—
and need—access to trusted health care content 
and digital health technology that empowers 
them to make educated care decisions. 

Provider organizations are best positioned 
to fill this need by providing consistent, authen-
tic, and personalized connections by adopting 
advanced digital platforms and other technol-
ogies that not only address patients’ immediate 
needs but also support their overall health and 
well-being goals.

Many patient engagement approaches attempt 
to convey information that changes customer 
behavior, drives informed decision-making, and 
helps people achieve their highest potential for 
good health. 

In the past, engagement efforts focused pri-
marily on education at the point of care. Patients 
are accustomed to receiving printed materials 
at the end of their encounter in the form of dis-
charge instructions or leaflets. Some go further, 
conducting follow-up calls to see if the patient has 
questions about their care.

Working toward an authentic patient partner-
ship that lasts throughout the customer life cycle 
helps health care providers progress beyond 
these steps, leading to comprehensive programs 
that set measurable goals and objectives that 
encourage alignment between patients and their 
care teams. 

New technologies are revolutionizing patient 
engagement, allowing for ongoing communi-
cation across the care continuum. It’s impor-
tant for providers and provider organizations to 
build trust at every patient touchpoint to achieve 
sustained behavior change through informed 
decision-making.

It’s important, too, that the communica-
tion emulate the nurturing experience of a clin-
ical professional who listens with empathy and 
responds without judgment. 

Here are the steps providers can take to help 
patients make the right care choice at the right 
time, ultimately improving clinical, financial, and 
quality outcomes:

Patient education is the basic requirement for 
patient engagement across the enterprise. Provid-
ing educational materials such as patient summa-
ries, discharge instructions, or written materials 
on new medications helps patients better under-
stand their condition(s) and available treatment 
options.

Effective engagement deepens understand-
ing of overall health and wellness. But it also 
requires that providers shift from a one-size-fits-
all way of informing patients to using multiple                    
communication and education mediums as well 
as tailoring solutions to specific service lines and 

care encounters. This includes addressing con-
cerns around socioeconomic status, culture, 
race, gender, or sexual orientation that, if left 
unaddressed, could marginalize patients or cre-
ate unnecessary barriers to care.

Better informed and better engaged patients 
are more likely to participate in preventive care 
and wellness activities. At this stage, patients and 
providers shift from reactive care within a health 
episode to proactive health and wellness care. 

Coaching helps facilitate the transition from 
transactional to longitudinal care. It helps patients 
adhere to their treatment and wellness plans, and 
addresses barriers to adherence. Better adherence 
leads to fewer hospitalizations and readmissions, 
contributing to improved outcomes and quality, 
while reducing the cost of care.

Remote monitoring capabilities support 
coaching and care management to ensure patients 
receive timely advice from a trusted source. 

Partnership is the final, aspirational step 
of the patient-provider relationship. Patients 
become valued partners of the care team who are 
incentivized to improve health outcomes. Part-
nership supports whole-person care through 
real-time, personalized interaction throughout 
the customer lifecycle.

Patient education has been, and will con-
tinue to be, a critical part of the care experience. 
Combined, these efforts encourage active partic-
ipation in the care process and drive sustained 
behavior change. Patients will be confident in 
their ability to make their own care decisions 
and care teams will be confident that patients 
are making informed choices. 

JASON BURUM | Staff Correspondent

Beyond Patient Engagement: 

How to Effectively Partner  
With Patients to Optimize Care
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The premier educational experience for 
dermatologists committed to excellence in 
cosmetic, Mohs, reconstructive and general 
dermatologic surgery will be available in 
two experiences: in-person and virtually.

• Learn the latest innovations and 
advanced-level techniques.

• Gain diverse perspectives from 
world-class faculty.

• View live patient demonstrations for 
the latest in advanced techniques and 
patient safety.

• Focus on specific interests and 
educational needs with a broad and 
balanced program.

• Educate the office team with a robust 
practice management track.

• Build connections with fun social 
and networking events.

• Discover practice solutions 
from exhibitors.

Register and Download the ASDS 
Annual Meeting Digital Brochure at

asds.net/AnnualMeeting 

ONE MEETING

TWO
EXPERIENCES
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legal eagle

To determine if [an] activity is medical 
practice, look at laws of each jurisdiction.”

Chat Room Referral Could Redefi ne                      
the Physician-Patient Relationship

by DAVID J. GOLDBERG, MD, JD

Goldberg is director of Skin Laser and Surgery Specialists of New York and New Jersey; past director of Mohs and Laser Research, 
Icahn School of Medicine at Mount Sinai; and adjunct professor of law at Fordham University School of Law, New York, New York.

Leveraging this new site, Dr D now performs 
telemedicine visits, has a strong social media 
presence, and enjoys all the new patients he is 
seeing both virtually and in the o�  ce. In fact, 
he spends hours answering email questions. He 
had been advised, and has been very careful, not 
to “practice medicine” on all these virtual sites. 

One month into the pandemic, he was sent 
an email by a woman who lived 5 hours from 
his practice. According to the e-mail, the patient 
had been seeing her local dermatologist for          
3 years for a diagnosis of multiple skin cancers. 
She had been treated with a variety of meth-
ods, and 1 particular area on her cheek was not 
responding. She stated in her email that she was 
unable to travel to Dr D’s o�  ce and desperately 
needed his help. 

Dr D corresponded with the patient 6 times 
over the next 2 months. He was very careful not 
to discuss the actual diagnosis of her condition 
with her. However, he did give her extensive 
advice about the pros and cons of the treatments 
she had previously received. 

Dr D never suggested any changes in her 
treatment and, much to his dismay, he never 
received any payments from her for his time. In 

his last email to the patient, he advised her to join 
a web-based “chat group.” She thanked him for 
this advice and joined such a group. Because of 
the homeopathic and naturopathic suggestions 
she received from the chat group, she did not seek 
further dermatologic care for the next 4 months. 

During that time, the same area of her cheek 
began to bleed. She went to see a new dermatol-
ogist. A biopsy of the suspicious area revealed 
amelanotic melanoma. After initial surgery she 
became infected; was hospitalized; and, ulti-
mately, had a large scar across her cheek. Fur-
ther evaluation revealed metastatic disease, and 
she died 6 weeks later. 

Her estate sued a variety of individuals, 
including Dr D. The basis of the claim against 
Dr D was that she delayed treatment because 
he advised her to join a skin cancer chat group.     
Dr D knows that he cannot lose the lawsuit 
unless his email advice established a physi-
cian-patient relationship. Had that happened? 

The answer involves an understanding of 
the physician-patient relationship in our infor-
mation-based world. The lawsuit hinges on 
whether the referral to a chat group constitutes 
the practice of medicine. If the referral is not 

determined to be a form of medical practice, 
then such activity cannot form the basis for cre-
ating a physician-patient relationship. 

To determine if a given activity is medical 
practice, one must look at the laws of each juris-
diction. The laws may vary from state to state. 
For example, in Virginia there is a generic stat-
ute that de� nes the practice of medicine as “the 
prevention, diagnosis and treatment of human 
physical or mental ailments, conditions, dis-
eases, pain or in� rmities by any means or 
method.” Maryland law goes further and articu-
lates a list of elements to characterize the practice 
of medicine, stating that the practice of medicine 
includes “diagnosing, healing, treating, prevent-
ing and prescribing.”  

There are very few states that apply this con-
cept to telemedicine, the practice of medicine via 
the web. In Arizona, a telemedicine law de� nes 
this area as “the practice of health care delivery, 
diagnosis, consultation, treatment, transfer of 
medical data and education through interactive 
audio, video or data communications.” In those 
states where either statutory or boards of medicine 
examiner regulations exist, the question that must 
always be asked is whether the electronic activity 
in question relates to treatment or diagnosis.

Dr D referred his patient to a chat group. 
Undoubtedly, recommendations from mem-
bers of the chat group are outside the bounds 
of organized medicine. Whether the referral 
would be outside the practice of medicine would 
depend on the intent behind Dr D’s referral. 
This will be determined by a court of law. 

Dr D had an active dermatology practice before the COVID-19 
pandemic. Faced with the negative impacts of lockdowns 
and business downturns, he sought ways to increase revenue 
in his offi ce. After considering a variety of practice enhance-
ment options, he hired a webmaster, who designed his new, 
highly interactive website.

DermatologyTimes®JULY 2021

8

DT0721_008-009_Columns.indd   8DT0721_008-009_Columns.indd   8 7/8/21   9:43 AM7/8/21   9:43 AM



cosmetic conundrums

Mature women undergo microblading 
because eyebrow growth no longer occurs.” 

Examining Eyebrows

Q:Is microblading of the 
eyebrows safe?
Microblading has become very popular for 
women with thinning eyebrows and men who 
also desire increased eyebrow thickness. Micro-
blading is basically a super� cial eyebrow area 
tattoo. The tattoo ink color is selected and 
blended to match hair color, then small cuts 
are made in the eyebrow area to mimic hairs. 
The pigment is pushed into the cuts to cre-
ate a semipermanent tattoo. Microblading is 
designed to last 1 to 3 years, but most women 
require a yearly touch-up. Some of the tattoo 
ink is removed with scabbing that follows the 
procedure, which may necessitate a touch-up 
shortly after the initial procedure. With time, 
additional tattoo ink will become phagocytized 
by white blood cells and transported to lymph 
nodes, accounting for pigment fading.

It is critical that no water contact the freshly 
microbladed area for 1 week. This is because 
washing and water can remove the pigment that 
was super� cially deposited in the skin until 
healing occurs. Once the skin has healed, the 
pigment is trapped in the skin. Avoiding water 
contact includes not only washing but also 
sweating and swimming.  

Microblading has largely replaced eye-
brow tattooing because the small cuts resem-
ble hairs better than a solid tattooed line. 
Microblading is also not permanent, allow-
ing for changes in the eyebrow architec-
ture with aging. Loss of subcutaneous fat on 
the forehead results in lowering of the eye-

brows and loss of the natural eyebrow arch. 
Semipermanent microblading allows for the 
adjustment of eyebrow contour with aging. 
Many postmenopausal women notice loss of the 
lateral third of the eyebrow with estrogen de� -
ciency. This loss removes the very feminine 
eyebrow curve, creating a more � attened eye-
brow appearance characteristic of male facial 
architecture. Microblading can re-create the lat-
eral eyebrow in an artistic manner in the hands 
of an excellent technician.

The biggest challenge to microblading is 
� nding a skilled technician who has the same 
vision of the patient’s eyebrows as the patient. I 
recommend patients take a younger picture of 
themselves to the salon to show the technician 
how to re-create the desired eyebrow. It is best 
to re-create the youthful eyebrow of the patient 
rather than try to create eyebrows randomly 
selected by the patient from a magazine picture. 
Asking around about friends’ experiences and 
getting recommendations from others who have 
undergone the procedure is the best way to 
ensure an attractive result. Microblading costs 
between $500 and $1200, depending on the 
location and reputation of the salon.

Q:What is the safest way to groom 
unruly eyebrows?
One of the reasons mature women undergo 
microblading is because eyebrow growth no 
longer occurs due to overplucking. If a woman 
heavily plucks her eyebrows to achieve the 
Greta Garbo look, eventually traumatic pluck-
ing will result in failure of the eyebrow hairs 

to grow. Most eyebrow hair removal methods 
involve some type of potential trauma to the 
hair follicle. Threading, waxing, and tweez-
ing all yank the hair from the follicle. Gen-
tle removal of unwanted eyebrow hairs is very 
important. Using a good pair of tweezers and 
exerting � rm, steady pressure until the hair is 
epilated is important. Do not yank or aggres-
sively pull the hair. It is hard for young female 
patients to imagine a day when their eyebrows 
will not grow; however, this day will come even 
for those with bushy eyebrows. Moderation in 
plucking is important. Tell female patients to 
pluck only those hairs that they would never 
want to regrow at any time in their life.  

Q:How should eyebrows 
be shaped?
There are many di� erent opinions on the opti-
mal female eyebrow. Basically, eyebrows should 
be shaped by the female patient to frame the eye 
in the most attractive manner possible. I gen-
erally give patients who desire eyebrow assis-
tance, for either too much or too little growth, 
the following 3 points. (I tell them to get a pen 
to use as a straight line for identi� cation of facial 
landmarks.)
1. The eyebrow should start at a point de� ned 
by a line drawn from the corner of the nose to 
the inner canthus. 
2. The eyebrow should arch at a point de� ned 
by a line drawn from the corner of the nose to 
the midpupil.
3. The eyebrow should end at a point de� ned by 
a line drawn from the corner of the nose to the 
lateral canthus.

Eyebrows that follow these ideal propor-
tions, laid out originally by the ancient Greeks, 
are appropriate for all sizes and ethnicities of 
female faces. In contrast, the male face is char-
acterized by a � attened eyebrow without the 
female arch. 

by ZOE DIANA DRAELOS, MD

Draelos is a consulting professor of dermatology at Duke University School of Medicine 
in Durham, North Carolina, and chief medical editor of Dermatology Times®.
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hair & scalp
Quick TAKES

A clinical trial of dupilumab for AA in adults was 
completed this year and will soon have results, 
but a pediatric study is also needed.

Responders had moderate to severe AD at 
the beginning of treatment and an earlier 
age of diagnosis than nonresponders.

Patients had both alopecia 
areata (AA) and atopic 
dermatitis (AD).

Review Vets Dupilumab 
for Pediatric AA
CHERYL GUTTMAN KRADER, BS PHARM | Staff Correspondent

F indings of a retrospective review of 
pediatric patients add to existing evi-
dence suggesting a role for dupilumab 
(Dupixent; Sanofi/Regeneron Pharma-

ceuticals, Inc) as a systemic treatment for severe 
and refractory alopecia areata (AA).

In a letter published in the Journal of the 
American Academy of Dermatology, Leslie        
Castelo-Soccio, MD, PhD, reported on 16 chil-
dren with coexisting atopic dermatitis (AD) and 
AA who were receiving subcutaneous dupilumab 
300 mg every 2 weeks.1 Four children also had 
concurrent asthma.

Dupilumab was well tolerated and appeared 
safe in this small series of patients. The only 
adverse events were mild injection-site reactions. 

Responses of patients with AA after start-
ing dupilumab varied. Improvement occurred 
in 4 of 6 patients with f laring/active AA, and 
hair regrowth was seen in 1 additional patient. 
Six patients maintained hair regrowth. Among 
patients who experienced benefit, the Severity 
of Alopecia Tool (SALT) score improved by an 
average of 33.3 after 12 months.

“A single center trial [NCT03359356] at the 
Icahn School of Medicine at Mount Sinai led by 
Emma Guttman-Yassky, MD, PhD, investigat-
ing dupilumab for treating AA in adults with 
and without concomitant AD has been com-
pleted, and the results should be available soon,”2 
Castelo-Soccio, an assistant professor of pediat-
rics and dermatology at the University of Penn-
sylvania Perelman School of Medicine and a der-
matologist at Children’s Hospital of Philadelphia 

in Pennsylvania, told Dermatology Times®. “I am 
continuing to use dupilumab to treat children 
with AA if it is comorbid with atopic disease for 
which benefits of dupilumab are clear, but a clin-
ical trial investigating its use to treat AA in chil-
dren is needed.” 

TREATMENT RATIONALE
Interest in dupilumab as a treatment for AA 
and an explanation for its possible benefit is 
supported by genome-wide association stud-
ies investigating susceptibility loci for AA that 
showed an IL-13 signature in some patients.3 

“Dupilumab could control the inflammatory 
response in AA and help with AA flares because 
it blocks the IL-13 signaling pathway by bind-
ing to the IL-4Rα subunit shared by the IL-4 
and IL-13 receptor complexes,” Castelo-Soccio 
explained.

“Dupilumab was being used more broadly at 
our center for treating children with severe AD, 
and anecdotally, I had noticed hair regrowth and 
reduction in flares among patients who also had 
AA,” Castelo-Soccio noted. “I undertook this 
retrospective review to get a clearer idea of how 
AA was responding.”

DATA DETAILS
Among the 16 patients included in the review, 
the duration of AA prior to starting dupilumab 
ranged from less than 1 year to 11 years. Median 
number of prior therapies for AA was 4, and      
8 children were on 1 or more additional thera-
pies while being treated with dupilumab. 

Types of AA among the 16 children included 
universalis (n = 7), ophiasis (n = 5), and patchy 
(n = 4). The AA was active in 6 patients. SALT 
scores at dupilumab initiation ranged from 0 to 
100. The 2 patients with active disease who did 
not respond to dupilumab had SALT scores of 
100 when starting dupilumab. 

In 4 patients, AA worsened during the first 
1 to 2 months after starting dupilumab, but it 
improved with time in the 2 patients who had fur-
ther follow-up—and both patients had a SALT 
score of 0 at 12 months after starting dupilumab. 
Two patients with SALT scores of 0 when start-
ing dupilumab were already receiving tofacitinib 
and able to undergo dose reduction of the Janus 
kinase inhibitor without increased hair loss.

Exploring potential characteristics associated 
with a better response, Castelo-Soccio observed 
that all the patients who improved had moder-
ate to severe AD when starting dupilumab. Com-
pared with the nonresponders, the responders 
had a lower median age at AD diagnosis (6 years 
vs 13 years) and a longer median duration of AD 
(6 years vs 1 year).

“A previous report also found that patients 
whose AA responded to dupilumab had more 
severe and long-standing histories of AD,”3 
Castelo-Soccio said. 

more ONLINE
 Scan for full article,  
disclosures, and reference list.
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P atients with adult female acne (AFA) often have their quality of life 
(QOL) negatively affected by the condition. To overcome this, 
AFA requires aggressive treatment, according to a recent review. 
Specifically, the review’s authors recommend adopting a holis-

tic approach that addresses lifestyle-related factors and use of antiandro-
genic treatments whenever possible.1

By improving their understanding of AFA, dermatologists have the 
power to reduce its substantial impact on QOL, said study coauthor 
Marco Alexandre Dias da Rocha, MD, PhD, a volunteer professor of der-
matology at the Universidade Federal De São Paulo in Brazil. 

“These patients experience a huge negative impact on quality of life, 
even with mild disease,” Dias da Rocha told Dermatology Times®. “It’s 
not about the number of lesions, the grade, or the pustules and nodules.” 

Teenagers with acne typically know many peers with pimples. How-
ever, according to Dias da Rocha, adult women with acne often feel alone 
in their struggles and wonder why they have acne later in life. Because AFA 
presents on the face, often along the bottom third, it can cause problems 
when applying makeup, as well as ongoing psychological challenges relat-
ing to self-esteem. Women with AFA may experience difficulties in roman-
tic relationships, professional situations, and socializing with friends, he 
added. They commonly experience depression and anxiety.

Most women with acne do not have hormonal problems such as poly-
cystic ovary syndrome (PCOS) or adrenal disease. According to Dias da 
Rocha, the problem resides within the sebaceous glands, which can pro-
duce testosterone from cholesterol and dehydroepiandrosterone. 

WOMEN WITH ACNE CONTINUES ON PAGE 12�

Adult female acne can negatively 
affect patients’ quality of life, 
regardless of severity.

Topical drugs associated with narrow-spectrum oral antibiotics 
or androgen antagonists may figure into treatment regimens 
along with sun protection and skin care.

New androgen receptor 
blockers could offer positive 
outcomes with lower doses.

A 29-year-old woman 
with persistent acne 
before and  3 months after 
spironolactone 50 mg/day 
plus azelaic acid 15% gel 2 
times daily and gentle skin 
care (moisturizer/cleanser/
sun protection).

The patient had 
papulopustular skin lesions 
and erythematous nodules 
on the face (lateral) and 
submandibular region with 
rare comedones. She could 
not use oral contraceptives 
because she had a deep 
venous thrombosis when she 
was 21. Laboratory exams 
and menses were normal.

Photos courtesy of Marco Alexandre 
Dias da Rocha, MD, PhD.

1a 1b 2a 2b

JOHN JESITUS | Staff Correspondent

Antiandrogens Can Improve 
QOL for Adult Women With Acne

Quick TAKES

Effective regimens require a holistic approach that considers the 
physical and psychological aspects of this common skin condition. 
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acne

Peripheral androgen production fuels the 
lengthy duration of AFA, he added.

“Adolescent acne typically stops when the 
innate immune system restores balance within 
the sebaceous glands,” Dias da Rocha said. 
“But in [some of] the adult female population, 
the immune system is overactivated. It never 
stops.” 

He recommended that dermatologists talk 
to women with adult acne about the need for 
patience in dealing with the chronic, often relaps-
ing nature of AFA. Study authors added that 
lesion-reduction and maintenance phases of treat-
ment are equally important in this population.

“I don’t believe antibiotics are a great way to 
treat these patients because we know we have 
to use these drugs for a long time and we have 
bacterial resistance problems with the micro-
biome,” Dias da Rocha said. Regarding topi-
cal antibiotics, the authors wrote that it remains 
unclear whether sarecycline (Seysara; Paratek 
and Almirall) provides better efficacy and safety 
compared with older tetracycline antibiotics. 
However, its narrow spectrum of action may 
reduce resistance potential. As with older tet-
racyclines, it is contraindicated in women who 
are pregnant, breastfeeding, or attempting con-
ception, they pointed out.

Hormonal treatments block or reduce     
sebaceous gland function, interrupting the 
production of sebum. The authors recom-
mended considering androgen blockers such as          
spironolactone. “We hope to use the new top-
ical androgen blocker clascoterone, combined 
with different topical drugs, to better treat these 
patients,” Dias da Rocha said. Combining clas-
coterone (Winlevi; Cassiopea) with spironol-
actone may allow for lower spironolactone dos-
ing, he noted. Switching to a topical androgen 
blocker such as clascoterone in the morning 
and retinoids in evening also may improve out-
comes, Dias da Rocha added. “There are many 
possibilities with this new type of drug to block 

androgen receptors in sebaceous glands.” 
Combined oral contraceptives (COCs) 

have been shown to block the androgenic                    
system, thereby reducing inf lammatory and 
noninflammatory lesion counts. In 1 meta-anal-
ysis, COCs proved as effective as oral antibiot-
ics during 6 months of treatment.2 Among COC 
formulations, combining ethinyl estradiol with 
progestin works best in AFA.3

Nonsteroidal androgen receptor (AR) block-
ers include flutamide, enzalutamide, and bical-
utamide. With a better safety profile than flut-
amide, bicalutamide has been used off label to 
treat acne and other manifestations of PCOS 
successfully, even at low doses, the authors 
wrote. 

“It’s important to understand that these 
drugs can be used 1 or 2 times weekly because 
they have a long half-life in the plasma com-
pared [with] spironolactone,” Dias da Rocha 
said. “Maybe we can use bicalutamide [Caso-
dex; AstraZeneca] twice weekly to reduce adult 
female acne because it is such a powerful andro-
gen blocker.” Bicalutamide does not cause men-
strual dysfunction, which can be associated 
with spironolactone use, he added. 

Understanding AFA also requires appreci-
ating the influence of environmental and socio-
economic factors. Pollution, stress, loss of sleep, 
sedentary lifestyle, poor eating habits, and mis-
using cosmetics and skin care products can all 
trigger or aggravate AFA, he said.

Conversely, the authors wrote, nonprescrip-
tion interventions such as sun protection, gen-
tle skin care, and appropriately selected makeup 
should be considered part of the therapeutic 
regimen for AFA. 

“Skin care in acne is important [in gen-
eral],” Dias da Rocha said. “But in the adult 
female population, it’s one of the most impor-
tant factors.”

Because ceramide levels in the skin decrease 
with age, women with AFA may have very sen-

sitive skin. “When you have low ceramides, the 
skin cannot hold water,” Dias da Rocha pointed 
out. Without adjunctive skin care, treating adult 
female acne patients with topical agents such as 
retinoids, azelaic acid, and dapsone can result in 
irritation, eczema, and/or dermatitis. “[Patients] 
need to use gentle cleansers, oil-free moisturiz-
ers, and oil-free sun protection to prevent post-
inf lammatory hyperpigmentation,” Dias da 
Rocha advised.

Additionally, Dias da Rocha believes diet 
can exert powerful therapeutic effects. In this 
regard, consensus favors a low glycemic index 
diet combined with oral probiotics, the latter of 
which help modulate the immune system.

Dias da Rocha said additional research is 
needed in many areas, including comparisons 
of drugs for AFA in different populations, such 
as women with and without PCOS and com-
parisons of spironolactone against spironolac-
tone plus topical drugs. “We have a lot of work 
to understand more about this population. We 
are just starting to gain the knowledge to better 
treat adult female acne,” he noted. 
Disclosures  
Dias da Rocha reported no relevant or financial disclosures.
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“ Adolescent acne typically stops when the innate 
immune system restores balance within the sebaceous 
glands. But in [some of] the adult female population,  
the immune system is overactivated. It never stops.” 

Marco Alexandre Dias da Rocha, MD, PhD, São Paulo, Brazil.
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atopic dermatitis

The current and future availability of more targeted therapy for AD, 
however, promises to lower the threshold for starting systemic therapy and 
improving quality of life for pediatric patients with moderate to severe dis-
ease, said Amy S. Paller, MD, Walter J. Hamlin Professor and chair of the 
Department of Dermatology and professor of pediatrics at Northwestern 
University Feinberg School of Medicine in Chicago, Illinois (Table).

“With its safety and lack of need for laboratory monitoring, dupilumab 
has revolutionized systemic treatment for moderate to severe AD in pedi-

atric patients aged 6 years and older, and we 
can expect more advances in the future. Dup-
ilumab is now being studied in children as 
young as 6 months of age, and pediatric tri-
als are ongoing evaluating other biologics as 
well as oral Janus kinase [JAK] inhibitors,” 
Paller said.

She added: “In the future, identification 
of biomarkers, including those that can be 
obtained noninvasively by tape stripping, may 
help predict the course of AD and its response 
to systemic medications and improve our ther-
apeutic decision-making capabilities. In addi-
tion, pediatric-specific guidelines on AD 

reflecting new data are being developed to provide evidence-based recom-
mendations. I expect these guidelines will be available within the next year.”

The algorithm for treatment of moderate to severe AD follows a step-
wise approach that begins with topical anti-inflammatory medications and 
basic management strategies. If the AD is not responding, consideration 
should be given to nonadherence, misdiagnosis, the need to treat a second-
ary infection, or presence of a contact allergy or another allergic trigger, as 
well as intensity of topical treatment.

“We always want to ensure that topical therapy is optimized before con-
sidering commitment to a biologic,” Paller told Dermatology Times®. “I have 
seen children with moderate to severe AD who dramatically improved with 
appropriate topical therapy. But there are risks associated with using potent 
topical steroids chronically, especially if being applied in more sensitive 
areas. If appropriate, use topical steroids coupled with nonsteroidal topical 
alternatives, and if it does not turn the situation around, dupilumab may be 
considered to offer a safer option than chronic application of large amounts 

of a more potent topical steroid, especially with only partial improvement.”
When systemic therapy becomes indicated for AD in pediatric patients, 

the traditional options have been cyclosporine A, methotrexate, mycophe-
nolate mofetil, and azathioprine.

“Outside the realm of pediatric dermatologists, treatment with systemic 
steroids remains the most commonly used approach, especially by primary 
care physicians. However, systemic steroids are too toxic for continued use 
in pediatric patients, and AD often rebounds once steroids are discontin-
ued, so that use of systemic steroids in children with AD should be extremely 
restricted,” Paller said. 

Cyclosporine has been the favored immunosuppressant systemic treat-
ment for AD among pediatric dermatologists because of its rapid onset, and 
it remains the first option for children who cannot be on dupilumab (Dupix-
ent; Sanofi Genzyme/Regeneron Pharmaceuticals) for any reason. How-
ever, cyclosporine is generally used for just 3 to 4 months to achieve con-
trol, and then patients are transitioned to a less toxic agent, such as metho-
trexate, using an overlap period. 

Offering advice for starting dupilumab, Paller suggested giving any 
required live immunizations at least 1 month before starting the biologic.

“It is not known that receiving a live immunization while on the biologic 
is unsafe, and theoretically it is not, because dupilumab only blocks the Th2 
signaling pathway. Nevertheless, the safety of live immunization while tak-
ing dupilumab has not been formally tested,” Paller said. 

She called attention to the recommended age- and weight-based dosing 
schemes for dupilumab and cautioned against abruptly stopping any exist-
ing systemic treatment. With regard to the latter, Paller shared her prac-
tice of continuing any existing systemic agent (unless there is an adverse 
event) for 1 month and then reducing the dose by half for 1 month before 
discontinuation. 

Topical steroids should be continued during the transition and until no 
longer needed to augment the effects of dupilumab. More potent topical ster-
oids can be added for a short course as well to manage flares that may occur 
while the patient is on dupilumab, she said.

Not all patients respond to dupilumab, and although evidence of 
improvement is usually seen by 2 months in those who are likely to benefit 
from the biologic, dupilumab should be continued for at least 3 to 4 months 
before it is deemed ineffective. “We can see improvement in some chil-

} Pediatric AD FROM PAGE 1

PEDIATRIC AD CONTINUES ON PAGE 14�

Quick TAKES

Topical treatments 
should still be first-
line approaches for 
atopic dermatitis in 
pediatric patients.

New drugs offer 
promise for safer 
systemic therapies.

New interleukin, JAK 
inhibitors are in the 
pipeline.

SYSTEMIC MEDICATIONS IN PHASE 3 PEDIATRIC CLINICAL TRIALS FOR MODERATE TO SEVERE AD
Medication Target Completed trials Ongoing trials

Biologics

Dupilumab IL-4/IL-13 Aged 6+ years Aged 6+ months

Tralokinumab IL-13 Aged 12+ years

Lebrikizumab IL-13 Aged 12+ years 

Nemolizumab IL-31 Aged 12+ years

JAK inhibitors

Abrocitinib JAK1 Aged 12+ years Aged 12+ years

Baricitinib JAK1, JAK2 Aged 12+ years

Upadacitinib JAK1 Aged 12+ years Aged 6+ months

WHAT’S IN THE PIPELINE

AD, atopic dermatitis 

TABLE

Source: Compiled by Dermatology Times®.
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atopic dermatitis

dren beyond 16 weeks. For those without ade-
quate improvement, however, by 3 to 4 months, 
increasing the dose or frequency of administra-
tion might help if insurance allows access to the 
higher dosing,” Paller said. 

When treatment is effective, Paller suggested 
continuing dupilumab for at least 1 year of dis-
ease control. But if the patient or family is inter-
ested in trying to stop the dupilumab, it should 
never be stopped abruptly. Rather, she advised 
tapering administration by increasing the interval 
between injections while monitoring for relapse. 

“Some children have sustained improve-
ment when taken off dupilumab, suggesting that 
in some, the biologic may ‘reset’ the immune 
system, at least for several months. However, a 
patient whose AD f lares during a dupilumab 
taper or who is not clear on the full dose of dup-
ilumab will likely not do well if the treatment is 
stopped completely,” she said.

Pretreating with a topical anesthetic can be 
considered when a child is battling the dupi-
lumab injection, and it may be possible to elim-
inate the topical anesthetic after using it a few 
times as patients gain comfort. The pen form 
of dupilumab is useful for giving older children 
the independence to treat themselves, Paller 
said. However, she has found that it can be more 
uncomfortable for younger children, especially 
those with less subcutaneous tissue.

Conjunctivitis, which is the second most 
common adverse reaction with dupilumab, is 
not a contraindication to using the biologic, and 
if it emerges during treatment, the conjunctivitis 
is generally self-limiting after a few months. 

Paller said that in her experience, starting use 
of preservative-free artificial tears when starting 
the dupilumab and continuing for the first few 
months may be helpful in children in reducing 
risk of conjunctivitis, but has yet to be tested. She 
recommended referring patients to an ophthal-
mologist for treatment of conjunctivitis that exists 
or if needed to control a reaction to dupilumab. 
She also mentioned a suggestion in the litera-
ture to apply tacrolimus ointment to the eyelids, 
especially if the eyelids are affected by AD, which 
they often are when conjunctivitis develops.

When discussing initiation of dupilumab 
with families, she encourages families to contact 
her if any unusual adverse effects (AEs) of dup-
ilumab occur, given the possibility of persistent 
red face, psoriasis/psoriasiform reactions, and 
new onset of alopecia areata.

“Starting dupilumab in a patient with comor-
bid alopecia areata would involve shared deci-
sion-making with the family and child, taking 
into account that there are also reports of the 
hair loss improving in children treated with dup-
ilumab for AD and that the AD tends to be the 
greater burden,” Paller said.

Pregnancy outcomes in patients exposed to 
dupilumab while pregnant are being monitored. 
To date there is no evidence of risk of major birth 
defects, miscarriage, or adverse maternal or fetal 
outcomes, but topical treatment is largely pre-
ferred during pregnancy, Paller said.

Two IL-13 inhibitors are being developed 
as treatment for AD in children and/or adoles-
cents. Tralokinumab (LEO Pharma) has com-
pleted studies enrolling adolescent patients and 
is being investigated in a trial of children 6 years 
and older. Lebrikizumab (LY3650150; Eli Lilly 
and Company/Dermira, Inc) is being evaluated 
in ongoing trials including children 12 years and 
older. Studies to date suggest the same safety pro-
file as dupilumab.

Nemolizumab (CD14152; Galderma), a mon-
oclonal antibody targeting the receptor of IL-31, 
is now being studied in pediatric patients 12 
years and older. 

“IL-31 is [an] itch-specific cytokine, and in 
studies of adults, nemolizumab had an early and 
dramatic effect on itch. It appears, however, that 
nemolizumab should be coupled with a topical 
corticosteroid to achieve the best effect on skin 
inflammation,” Paller said.

Three oral JAK inhibitors are also being 
investigated as treatment for AD in pediatric 
patients: abrocitinib (PF-04965842; Pfizer), 
which has completed a trial in patients 12 years 
and older; upadacitinib (Rinvoq; AbbVie Inc), 
which has completed a trial in the same age group 

and is now being studied in patients 6 months 
and older; and baricitinib (Olumiant; Eli Lilly 
and Incyte), which is in a study of adolescents 
12 years and older. 

Paller said available data from studies of the 
JAK inhibitors suggest high efficacy and a rapid 
and potent effect on itch. The JAK inhibitors are 
also attractive for their administration schedule 
and route—once daily by mouth—and because 
they are rapidly cleared from the body. AEs may 
be the limiting factor for their use. The most 
common AEs in clinical trials have been nausea, 
headache, and acne.

“The opportunity to easily start and stop the 
JAK inhibitors suggests they may have a role for 
controlling AD flares or seasonal involvement,” 
Paller said.

“It remains to be seen if there are differences 
in [adverse] effect profiles among the JAK inhib-
itors that will favor using any one of these agents 
in the pediatric population. The good news is 
that there are no signals for malignancy, throm-
boembolism, or high-risk infections with their 
administration in the AD trials, although it 
remains to be seen what risks might emerge post 
approval with expanded and longer-term use,” 
Paller said. 
Disclosures
Paller is an investigator and/or consultant for companies that market and/or are 
developing systemic treatments for AD.
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Excoriated erythematous papules on the antecubital area of a 10-year-old boy with severe atopic dermatitis.

Photo courtesy of Amy Paller, MD.
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psoriasis
Quick TAKES

There is a current ongoing 
trial for long term-safety 
and efficacy data.

The safety profile between 
adults and pediatric 
patients is consistent.

The FDA has approved secukinumab 
for moderate to severe desease in 
patients 6 years and older.

FDA Approves 
Secukinumab 
for Pediatric Patients

LINDA STOCUM | Assistant Editor

T he FDA has approved secukinumab 
(Cosentyx; Novartis) for the treat-
ment of moderate to severe plaque 
psoriasis in patients 6 years or older 

who are also candidates for systemic therapy or 
phototherapy.

Secukinumab was approved as a treatment 
for adults in 2015. There are 5 years of data 
showing the long-term efficacy and a consistent 
safety profile for treatment of moderate to severe 

plaque psoriasis, psoriatic arthritis, and ankylos-
ing spondylitis among adult patients. 

“Treating moderate to severe plaque psoriasis 
in children can be complicated; we need to bal-
ance the ability of a treatment to provide symp-
tom relief while considering the safety profile 
as the top priority,” said John Browning, MD, 
MBA, FAAD, FAAP, clinical trial investiga-
tor and an adjunct associate professor of pediat-
rics and dermatology at the University of Texas 

Health, in San Antonio and associate professor 
at Baylor College of Medicine in Houston, Texas.

“In the pediatric pivotal study, the majority 
of patients treated with Cosentyx were able to 
achieve clear or almost clear skin with a safety 
profile consistent with previous clinical trials in 
adults,” he said. “Due to the systemic nature of 
the disease, Cosentyx is a welcome addition as 
a treatment option for families dealing with this 
challenging condition.”

The approved dosing for secukinumab is     
75 mg or 150 mg depending on patient weight. 
It is administered by skin injection every 4 weeks 
after initial dose. Once trained by the physician 
and given proper counseling, an adult caregiver 
can administer dosage. 

“The impact of psoriasis on children is much 
deeper than skin and can potentially lead to life 
course impairment. [The] FDA approval further 
demonstrates our commitment to reimagine med-
icine for [patients with] pediatric plaque psoria-
sis,” said Angelika Jahreis, MD, PhD, global head 
of Novartis’ Immunology, Hepatology & Derma-
tology Development Unit in Cambridge, Mas-
sachusetts. “With more than 400,000 patients 
treated in more than 100 countries worldwide, 

Novartis’ Cosentyx can be used for children and 
adolescents with moderate to severe plaque psoriasis. 

B Y  T H E  N U M B E R S

70%  vs 15%
PERCENTAGE OF PATIENTS ON SECUKINUMAB WHO 

ACHIEVED PASI SCORE OF 75 VS PLACEBO PATIENTS.
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psoriasis

we continue to build on the established safety 
and efficacy profile of Cosentyx, with plans to 
expand to 10 indications over the next 10 years.”

The approval is based on 2 phase 3 studies 
that demonstrated that both low and high doses 
of secukinumab were effective and safe. 

In the first study (NCT02474069), which 
was a 52-week randomized, double-blind, pla-
cebo- and active-controlled trial, data showed 
secukinumab reduced psoriasis severity at week 
12 compared with placebo. Dosing was deter-
mined by patient weight, with patients less than 
50 kg receiving a 75-mg dose and those weigh-
ing more than 50 kg receiving a 150-mg dose. 
Psoriasis Area Severity Index (PASI) 75 response 
was 55% of patients dosed at 75 mg vs 10% pla-
cebo and 86% of patients dosed at 150 mg vs 19% 
placebo. Overall, 70% of secukinumab patients 
achieved PASI 75, compared with 15% of pla-
cebo patients. The Investigator’s Global Assess-
ment (IGA) modified 2011 skin response showed 
that 32% of the 75-mg treatment arm and 81% 
of the 150-mg treatment arm achieved IGA 0/1.1

Fo r  t h e  s e c o n d  p h a s e  3  s t u d y 
(NCT02471144)—a randomized open-label, 
208-week trial—safety was the primary end 
point. The study consisted of 84 participants 
6 years or older with moderate to severe plaque 
psoriasis. The main adverse events from the stud-
ies were injection site or hypersensitivity. 

There was no difference between patient 
reaction to treatment in age, gender, affected 
body surface area (BSA), race, or presence of 
comorbidities. 

“People often think of psoriasis as being an 
adult-only skin disease, but it’s really a pediat-
ric disease as well,” Browning told Dermatology 
Times®. “Often there can be facial involvement, 
scalp involvement, or inverse involvement, and it 
can be misdiagnosed as atopic dermatitis or con-
tact dermatitis.”

This gap in the understanding spurred inves-

tigators to further look into ways to help pediat-
ric patients with psoriasis. 

A phase 3 trial (NCT03668613) is collect-
ing data up to 252 weeks to study the long-term 
safety and efficacy of secukinumab, according 
to Browning. Of the 156 patients from the first 
study (NCT02474069), 151 went on to partici-
pate in the long-term trial. The safety profile for 
pediatric patients is consistent with that of adult 
patients. Results from the trial will not be availa-
ble for approximately 4 to 5 years. 

There are treatments for pediatric psoriasis, 
such as topical creams and ointments, that are 
impractical for patients with an affected BSA of 
more than 10%. When this situation arises, sys-
tematic therapies and phototherapy are other 
options, Browning said. 

“Phototherapy is very safe, but it involves 
coming to the office 3 times a week for months, 
3 months usually. A lot of kids simply can’t do 
that [because] they have to go to school,” said 
Mark Lebwohl, MD, dean for clinical therapeu-
tics at the Kimberly and Eric J. Waldman Depart-
ment of Dermatology, Icahn School of Medicine 
at Mount Sinai, in New York, New York, and 
chairman emeritus of the medical board of the 
National Psoriasis Foundation, headquartered in 
Portland, Oregon. 

Clinicians often have to decide between oral 
treatments and injectables. According to Leb-
wohl, it is a misconception that injections are 
more dangerous than pills. 

Other injectable treatments for pediat-
ric patients with psoriasis include etanercept 
(Enbrel; Amgen), ustekinumab (Stelara; Jans-
sen Biotech), and ixekizumab (Taltz; Eli Lilly 
and Company).

The other objection to injection treatment is 
the possible pain for the patient. According to 
Lebwohl, secukinumab injection does not cause 
pain because is administered with a pen. This 
treatment does not need to be used in combina-

tion with another and has category B status with 
the FDA.

“Living with psoriasis is challenging and 
can be highly stressful for children and adoles-
cents,” said Randy Beranek, president and CEO 
of the National Psoriasis Foundation. “Hav-
ing expanded treatment options for this patient 
population is a step in the right direction to help 
reduce the burden of plaque psoriasis.”

There was significant improvement in the 
quality-of-life index in patients who were treated 
with secukinumab. Psoriasis can prevent pedi-
atric patients from participating in sports, social 
interaction, and school activities. It’s important 
for dermatologists to recognize the signs of pso-
riasis such as cracked fingertips, chronic scaly 
scalps, and pain in folds of the skin, according 
to Browning.

“I still remember when I was in school, [there 
was] a kid probably [with] retrospective ichthyo-
sis, and [I was] thinking that the kid was conta-
gious and knowing that other kids thought so, too. 
That’s what happens to [individuals with] psoria-
sis. They’re not treated well,” Lebwohl said. 

There is potential for more investigation into 
length of remission or relapse for patients, as this 
has not yet been studied. 
Disclosures
Browning is consultant and investigator for Novartis.

Reference 
1  Cosentyx. Prescribing information. Novartis Pharmaceuticals Corp; 2021. 

Accessed June 1, 2021. https://www.novartis.com/news/media-releases/
novartis-cosentyx-receives-fda-approval-treatment-children-and-adoles-
cents-moderate-severe-plaque-psoriasis

“ People often think of psoriasis as being an adult-only 
skin disease but, it’s really a pediatric disease as well….
Often there can be facial involvement, scalp involvement, 
or inverse involvement, and it can be misdiagnosed as 

atopic dermatitis or contact dermatitis.” 
John Browning, MD, MBA, FAAD, FAAP, Houston, Texas
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What you need to know 
about teledermatology
USED STRATEGICALLY, TELEDERMATOLOGY CAN PUT NEW LIFE INTO YOUR PRACTICE

18

S P O N S O R E D

By Dhaval Bhanusali, MD, Shirley Chi, MD, Je� rey Fromowitz, MD, Mark Kaufmann, MD, Ted Lain, 
MD, Angelo Landriscina, MD, Rebecca Smith, MD, and Christine Stanko, MD

CLINICAL PEARLS
•  Fueled by technologic advances, teledermatology 

has seen steady growth and patient acceptance
•  Teledermatology o� ers an added income 

stream, fl exibility, convenience, and a vehicle for 
education

•  Teledermatology consultations can occur in real 
time or (more commonly) asynchronously 

•  Top indications for teledermatology include acne, 
atopic dermatitis, rosacea, psoriasis, and hair loss

•  User-friendly teledermatology platforms and net-
works have simplifi ed the logistics of this modality

Teledermatology in the US: 
facts & fi gures2

•  Between 2016 and 2020, the propor-
tion of US dermatologists providing 
telehealth consultations tripled (from 
15 to 45%)

•  In 2020, the proportion of dermatol-
ogy consultations that occurred via 
teledermatology more than doubled 
compared to the previous year (12-
15% vs 5-6%)

•  The top indications treated via telederma-

tology are acne (35-40%), atopic dermati-

tis (20-23%), rosacea (16-18%), psoriasis 

(11-13%), and hair loss (8-10%)

•  In 2019-20, the average price of a teleder-

matology consultation was $USD 65

Teledermatology—dermatologic services provided at a 
distance from the patient—has evolved considerably 
over the past decade and has taken a further leap forward 

during the COVID-19 pandemic. As one of the most visually 
dependent medical specialties, dermatology lends itself 
especially well to this style of service delivery. 

Technologic innovations have enabled clinicians to care for pa-
tients requiring skin expertise e�  ciently and cost-e� ectively.1 Pa-
tient receptivity has evolved with the technology, and today’s pa-
tients place a high value on connectivity.2 Employers have likewise 
embraced the sea change: in a 2017 survey conducted by the Na-
tional Business Group on Health, 96% of large employers stated 
they expected to reimburse telehealth services within 2 years.2

These factors, combined with the rising rates of common skin 
conditions such as atopic dermatitis and psoriasis, are driving a 
steady growth in the teledermatology market.2 Valued at $USD 
4.8 billion in 2019, the market is expected to climb to $USD 44 bil-
lion in 2027.2 Teledermatology now boasts its own guidelines and 
is even being incorporated into dermatology residency programs. 

The adoption rate among derms triples, 
online consultations reached 15% total

Source: Fortune Business Insights 2020

2020
(post-COVID)

45%

2019

5-6%

2020

12-15%

2016

15%

Proportion of dermatologists in USA 
provided telehealth consultations

(2016 and 2020)

Proportion of dermtology-related visits 
in USA provided through teledermatology

(2019 and 2020)
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How teledermatology 
fi ts into clinical practice
Teledermatology o� ers a new and diversifi ed income 
stream to today’s practicing dermatologist. Benefi ts 
also include fl exibility, convenience, ability to serve re-
mote patients, and limiting unnecessary contact in the 
post-pandemic world. The average waiting time for a 
traditional dermatology consultation has climbed up to 
over 30 days, and teledermatology substantially reduc-
es the time to dermatology consultations and referrals.2 

Clinicians can use teledermatology as a tool for triaging 
patients, allowing them to make the most productive 
use of their o�  ce time. As Villanova, Pennsylvania der-
matologist Christine Stanko reports, “after we identify 
acne patients and isotretinoin refi lls as ideal indications 
for virtual visits, it frees up more time to see patients 
who actually need to be in the o�  ce.”

Teledermatology has limitations, of course. It is dif-
fi cult to conduct full body scans or visualize hair-bear-
ing areas via videoconference. The quality of the image 
may limit the ability to accurately visualize and diag-
nose textured or pigmented lesions (although teleder-
matology has been successfully used to screen lesions 
for skin cancer3).

Most clinicians agree that teledermatology comes 
into its own in the diagnosis and management of 
common, chronic skin conditions such as acne, rosa-
cea, atopic dermatitis, psoriasis, and keratosis pila-
ris—conditions that account the bulk of many derma-
tologic consults. According to clinicians who use the 
teledermatology platform SkyMD, as many as 2 out of 
3 patients can be fully managed via teledermatology.3  

South Florida dermatologist Mark Kaufmann ex-
pects more and more patients with chronic skin dis-
orders to embrace teledermatology.  “The pandemic 
has forced us all to interact remotely, and we’ve dis-
covered that in some situations it works a lot better 
than expected,” he says. Realizing how convenient 
and e� ective it is, “patients won’t want to go back to 
the old way.” 

Teaching tool
Beyond its usefulness as a consulting modality, tele-
dermatology can also facilitate education. For example, 
patients connected to a teledermatology platform can 
receive educational messages about their condition 
(such as a video on common eczema triggers and ev-
eryday tips for relief) or guidance on the use of skincare 
as an adjunct to prescription treatment.

The proliferation of direct-to-consumer services 
such as Curology has helped patients become familiar 
with online skincare education. Dhaval Bhanusali, a 
dermatologist based in New York City, sees this as a 
unique opportunity for dermatologists. “We can raise 
our game and create an experience patients enjoy, 
without compromising the integrity and quality of care,” 
he says.

Real time vs. delayed time
Teledermatology consultations can occur either in 
real time or asynchronously (often called store-and-
forward). The most commonly used model in the US,4

store-and-forward uses photographs that the der-
matologist receives from a patient or referring physi-
cian and evaluates at a later time. According to a For-
tune Business Insights report, increasing demand for 

second opinions is driving the growth of the store-and-
forward option.2

While real-time video o� ers the personal touch and 
may intuitively seem more e�  cient, numerous studies 
have found store-and-forward to perform just as well 
as live video consults, and even to rival in-person vis-
its.4,5  This fi nding can be explained, at least in part, by 
the fact that still photography generally produces high-
er-quality images than video. As imaging technology—
from smartphone cameras to dermatoscopes—con-
tinues to improve, store-and-forward teledermatology 
consultations are poised to become still more e� ective. 

NEW MEDICINE, NEW GUIDANCE
Teledermatology guidelines can help clinicians inter-
ested in this modality get started on the right foot. The 
American Telemedicine Association’s 2016 telederma-
tology guidelines cover not only clinical evaluation and 
management, but issues unique to remote dermato-
logic care such as image quality, connectivity, and in-
formed consent.6 During the fi rst phase of the Covid-19 
pandemic, the American Academy of Dermatology put 
together a teledermatology toolkit to help clinicians use 
this modality successfully during the pandemic.7

How teledermatology 
can enhance your practice
As a dermatologist in today’s digitized world, you have 
a lot to gain by incorporating teledermatology into 
your practice. If you are starting out, you can build a 
patient base without heavy investment in infrastruc-
ture. If you already have an established practice, you 
can expand your clientele without expanding your 
premises. Regardless of the size and scope of your 
practice, you can use teledermatology to triage pa-
tients so you don’t spend your valuable o�  ce time 
seeing patients who could get equally good—and 
more convenient—care remotely. 

As Dr. Bhanusali has found, follow-up care also 
lends itself well to remote consultations. “I may see an 
acne or psoriasis in person for the fi rst visit, but almost 
all follow-ups are virtual,” he says. At the same time, of-
fering prospective patients the option to conduct the 
fi rst visit remotely can reduce the barrier for them to 
select you as their doctor.3

You may fi nd that patients show up more reliably for 
virtual visits than in-person visits, as did a University 
of Massachusetts analysis of missed dermatology ap-
pointments in 2019 and 2020. In the analysis, no-show 
rates were signifi cantly lower for televisits than for in-
person visits, with the greatest discrepancies seen in 
non-white and non-English-speaking groups.8

WEIGHING THE DECISION
While an asset to many practices, teledermatology 
may not be necessary or benefi cial in scenarios such 
as the following:

•  You have a niche practice focusing on com-
plex lesions (e.g. cancer) that are di�  cult to 
examine remotely

•  You have an exclusively esthetic, procedure-
based practice 

•  Most of your patients are elderly and may have 
di�  culty with the technology

•  You are not in a position to invest in high-quality 
platforms and imaging technology

Making the move
Getting started with teledermatology is as easy as se-
lecting a platform and fi lling out a registration form. 
Platforms compatible with teledermatology include 
Doximity and ModMed, among several others. You can 
also join an online dermatologist network such as Der-
matologistOnCall and make yourself available for refer-
rals from other clinicians. 

Ideally, the platform you select will dovetail with your 
electronic medical records. In one program, integrat-
ing these elements not only saved valuable time for 
dermatologists but shortened the time to diagnosis 
and treatment from 23 days to 16 hours.9 The success 
of a teledermatology program also rests on clear chan-
nels of communication with other health providers.

Business models for teledermatology include cash 
payment by patients, reimbursement by insurers. 
Some US states have passed laws mandating that 
reimbursement for telemedicine be the same as for 
in-person consultations.5  In the wake of the Covid-19 
pandemic, we can expect the fee-for-service business 
model to expand still further within teledermatology. 

REAL-WORLD CASE [adapted]10

A Caucasian male, 55, presents to his family doctor 
with an enlarging nevus on his chest. The patient de-
pends on social assistance and does not have ready ac-
cess to transportation. The doctor, who is part of a tele-
medicine network, decides this is a suitable candidate 
for a store-and-forward teledermatology referral. The 
consulting dermatologist determines that the nevus 
is benign and does not require treatment. The patient 
was successfully managed, and a logistically di�  cult 
and expensive in-person referral was avoided.

In a changing world, staying in place means staying 
behind. While teledermatology may not be for every-
one, it merits serious consideration from all dermatolo-
gists who wish to grow their practices. Je� rey Fromow-
itz, who practices dermatology in Boca Raton, Florida, 
puts it succinctly: “We have to evolve and understand 
that telehealth is here to stay.”
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rosacea
Quick TAKES

Specific dermoscopic findings of mild papulopustular rosacea 
include tiny papules and pustules; polygonal vessels, or vascular 
polygons; yellow dots, or dilated follicular infundibula filled with 
keratotic material and/or sebum; and follicular scales.

The tool can be used 
in identifying early-
stage papulopustular 
rosacea.

Dermoscopy alone can help identify specific 
findings for papulopustular rosacea but cannot 
diagnose D folliculorum proliferation without a 
secondary method.

Dermoscopy Plays Role 
in Demodex Diagnosis 
LISETTE HILTON | Staff Correspondent

D ermoscopy, by itself, is not a strong enough tool for diagnos-
ing Demodex folliculorum mite proliferation in papulopustular 
rosacea, according to the results of a study recently published 
in Clinical and Experimental Dermatology.1

Rosacea is estimated to affect more than 16 million Americans, according 
to the National Rosacea Society.2 And mask wearing during the COVID-19 
pandemic appears to have worsened rosacea in untreated patients, accord-
ing to findings from a study published in Dermatologic Therapy.3

“Although the diagnosis of rosacea is mainly clinical, dermoscopy may 
contribute to the diagnostic process,” study author Ilaria Trave, MD, a der-
matologist at the University of Genoa, Ospedale Policlinico San Martino in 
Italy, told Dermatology Times®. “Moreover, dermoscopic indicators of Demo-
dex mite proliferation, such as Demodex tails—gelatinous, whitish creamy 
threads, 1 to 3 mm in length—and Demodex follicular openings—dilated 
follicular openings containing round, amorphic, grayish light-brown plugs 
surrounded by an erythematous halo—are usually evaluated in primary 
demodicosis, such as pityriasis folliculorum, and are less studied in papu-
lopustular rosacea.”

Trave and colleagues prospectively studied dermoscopy images and skin 
surface biopsies in 60 Caucasian male and female patients with papulopus-
tular rosacea with almost clear, mild, and moderate disease. 

The images and biopsies revealed that dermoscopy is a valid tool for iden-
tifying papulopustular rosacea in an early stage, with the most frequent der-
moscopic features being yellow dots, vascular polygons, and follicular scales. 

“We found specific dermoscopic findings of mild papulopustular rosa-
cea, such as tiny papules and pustules that are not recognized by the naked 
eye; polygonal vessels, or vascular polygons; yellow dots, or dilated follicu-
lar infundibula filled with keratotic material and/or sebum; and follicular 
scales, which are dry and pale scales,” Trave wrote. 

The investigators report that D folliculorum mites were found in 20 of 
the 60 patients with standardized skin surface biopsy. But patients with the 
mites were no more likely to have more Demodex tails or follicular openings 

than the patients without. Compared with standardized skin surface biopsy, 
dermoscopy showed 50% sensitivity and 77.5% specificity for D folliculorum 
mite infestation diagnoses. 

“This study shows that papulopustular rosacea presents specific der-
moscopic findings and that some of them, such as Demodex follicular open-
ings, follicular scales, follicular pustules, and honeycomb pigment pattern, 
are more frequent in moderate than almost clear rosacea,” Trave noted. 
“Regarding demodicosis in papulopustular rosacea, we show that dermos-
copy alone is not a strong enough method for diagnosis and that it needs to 
be confirmed by means of a standardized skin surface biopsy or reflectance 
confocal microscopy.”

Standardized skin surface biopsy is a sampling method in which 1 cm2 
of the superficial layer of the stratum corneum and its follicular content is 
obtained for analysis. These samples were examined with an optical micro-
scope (́  10 and ́  40 magnifications). Samples with ́  5 Demodex/cm2 or more 
are considered Demodex positive, according to Trave.

“Dermoscopy might be a valuable tool for dermatologists in case of 
doubtful diagnoses of facial dermatitis,” the authors wrote. 

The absence of a control group and exclusion of severe papulopustular 
rosacea cases are potential study limitations.  
Disclosure 
Trave reports no conflicts of interest.
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Results need confirmation by other diagnostic methods.
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All signs and data point to the fact that we are fi nally turning the corner on 
this horrible pandemic. Our practices have not only weathered the storm 
but most ultimately thrived. Stimulus money, vacation time, Zoom dys-

phoria, and other factors have certainly played a role. However, is this sustain-
able long term? Will there be new challenges ahead?  

Most of our practices are small businesses, and the small business environ-
ment in our country is challenging for many reasons, such as COVID-19 compli-
ance; diffi culty in keeping and fi nding employees, given enhanced unemploy-
ment benefi ts; rising health care costs; rising material and supply costs; and the 
threat of an escalating tax burden.

Now it is time to be wise and prudent and consider many dilemmas:  
1.  How do we ramp up staffi ng without a signifi cant effect on our bottom line? 
2.   How can we be wise and prudent in future buying decisions without ex-

ceeding our cash fl ow? 
3.  How do we change our message regarding team safety?  
4.  Are there new services we should consider? 
5.  Should we be focusing on our younger patients, people of color, or people 

of diverse gender? 
6.  Will we be working more and taking home less? 
Just as many of our colleagues in other fi elds were acquired by hospital 

groups, we are fi nding that many of our own practices are being courted by pri-
vate equity. Some practitioners are coming to the conclusion that the advantag-
es of independence are not as clear as they once were. 

How will that affect our industry, our societies, our conferences, and the way 
we practice in this new decade?  

In the end, however, the strong will survive. Those that work the hardest and 
spend the most time will be rewarded. We have come to understand that the 
number of providers will continue to escalate, but we must also believe that the 
cream rises to the top. Those who offer patients the best care and the most con-
sistent result will succeed. In today’s world, this is measured empirically rather 
than by clever marketing. Reviews are now perhaps the No. 1 reason many pa-
tients choose to come to us.

Practice management and effective marketing have risen to a new level of im-
portance. The premier meetings spend as much time on teaching these topics 
as on making clinical presentations. It is crucial that we include our staff mem-
bers in this new awakening.   

We must also be mindful of the increasing threat of cybersecurity breaches 
and related issues. I hear of more and more practitioners who have been affect-
ed by these criminals, and some have even been forced to pay large ransoms 
to secure their data and photos. To combat this, we must learn from experts 
and help one another. We must inform and train our respective staff members. 
Global Aesthetics Conference will make this an area of focus in November. 

We must insist that our societies be proactive rather than reactive. Societies 
must expand their role and provide tangible member benefi ts or they, too, will 
continue to lose momentum and strength. 

Running a 
Small Business

FROM OUR MEDICAL ADVISER

Randy Waldman
a facial plastic surgeon in Lexington, Kentucky

I
DAXI, HA Filler
Study shows longer-
lasting benefi ts.

23

No Good Deed 
Goes Unpunished
Joe Niamtu, III, DMD, shares 
how to safeguard the practice 
from scams when donating.
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Study Shows Longer-
lasting Benefi ts of 
DAXI, HA Filler
Revance presents 4 AAD VMX posters examining phase 3 
study data for DAXI and the impact of HA fi ller manufacturing 
technologies on HA chain degradation.

Revance Therapeutics, an aesthetic biotechnology 
company, recently presented 4 abstracts highlight-
ing the long-lasting effects of daxibotulinumtoxinA 
(DAXI) 3 months post treatment. The company pre-
sented the study data at the American Academy of 

Dermatology Virtual Meeting Experience (AAD VMX) 2021 in April.1

Three abstracts highlighted data from the phase 3 SAKURA-1 and 
SAKURA-2 trials (NCT03014622 and NCT03014635) of Revance’s inves-
tigational DAXI neurotoxin for injection to treat glabellar lines (GL).1-3

The fi ndings included the elimination of GL with DAXI through a 
novel graphical representation of the entire distribution of GL severi-

ty ratings and changing scores used to depict pat-
terns of effi cacy over time.3

Pooled data revealed that 80% of participants 
treated with DAXI were rated as “none” at week 4, 
and 35% at week 12. Among patients rated “severe” 
at baseline, 68% and 24% were also rated as “none” 
at weeks 4 and 12, respectively. This represents a 
3-point improvement from baseline, with 90% 
of all patients achieving a 2-point or greater im-
provement from baseline to week 4.1

“The concept of a longer-lasting form of neuro-
toxin has always been one that is the holy grail,” 

says Joel Schlessinger, MD, a dermatologist and cosmetic surgeon in 
Omaha, Nebraska, who was involved in the studies of both DAXI and 

RHA fi ller (TEOSYAL RHA 2; Teoxane Laboratories). “With these data, 
it does seem that therapeutic benefi t lasts well into the third month and 
remains active in a signifi cant amount of the population at week 12.”

The second poster included data from a subgroup analysis of the 
effi cacy, duration, and safety of DAXI injections among adult women 
across multiple SAKURA age cohorts.2 The proportion of patients who 
achieved none or mild GL per investigator assessment at week 4 were 
97.2% (18-45 years), 96.3% (> 45-55), 96.9% (> 55), and 96.7% (≥ 65).2

The third poster showcased results from an evaluation of how re-
peated DAXI use could affect the progression of static or resting GL.3

“DAXI-treated [participants] showed substantial and progressive 
improvement in static GL with repeated treatment,” wrote the study 
authors.3 “The extended duration of therapeutic benefi t observed with 
DAXI in dynamic GL provides a longer window of muscle hypoactivity, 
permitting an extended period for dermal remodeling to occur. This 
can potentially account for the progressive improvement in static GL 
observed over repeated DAXI treatments.”

“There are many trials now that are aimed at optimizing neurotox-
ins to conceivably maximize the ability to approach 24 weeks, but DAXI 
was the fi rst to even consider it,” Schlessinger notes. “They have laid 
down the gauntlet in this arena, and it remains to be seen if they will 
come to market with a different package insert than other neurotox-
ins, but that would be a valuable marketing tool.”

Revance also presented a poster on the impact of hyaluronic acid 
(HA) fi ller manufacturing technologies on HA chain degradation.4

K H

Joel 
Schlessinger, MD

Omaha, Nebraska
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The authors examined soluble HA (sHA) fraction chain length, along with the distribution 
in commercial fi ller products.

“The concept of sHA is one that bears investigation,” Schlessinger says. “This area is… par-
ticularly of note given the concerns about reactions from COVID-19 and the vaccinations for 
COVID-19. Patients are looking for a longer-lasting product, so these types of studies further 
elaborate [on] the options available, while adding to the science behind fi llers.”

Investigators used 13 US-marketed fi llers from 5 manufacturing technologies and size exclu-
sion chromatography (SEC) to examine the mean molecular weight of sHA released from the 
fi nal formulation per syringe, and fragment sizes (< 30 kDa, < 100 kDa, and < 250 kDa).

“Preserved Network Technology (PNT) fi llers released the longest sHA fragment chains             
(~ 500-600 kDa). Vycross fi llers released the shortest sHA fragment chains (~ 100-165 kDa). PNT 
released the lowest amount of sHA compared to other technologies for all 3 low [molecular 
weight] fragment size categories, with 0% in the [less than] 30 kDa category. Conversely, Vycross 
released more of the shortest sHA fragment chains for all 3 low [molecular weight] categories,” 
wrote the study authors.4

The investigators concluded that most products using high molecular weight HA undergo 
signifi cant HA chain degradation during the manufacturing process.

“These data continue to underscore the innovation that drives Revance’s aesthetics portfolio, 
including our investigational neuromodulator product, daxibotulinumtoxinA for injection, 
and the RHA Collection, which was launched in September 2020,” noted Roman Rubio, senior 
vice president of clinical development at Revance, in a press release announcing the posters.5
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Joel Schlessinger, MD
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Postpartum 
Abdominal Laxity 
Combination Therapy
Combining microwave and microablative CO

2
 laser treatment is 

both safe and effective for treating postpartum abdominal laxity.

M icrowave and microablative CO
2
 laser 

treatment is effective for postpartum ab-
dominal laxity, according to findings of a 
2020 study published in the Journal of 

Cosmetic Dermatology.1

Laxity can occur post pregnancy due to loss of muscle tone and ab-
dominal elasticity, wrote study coauthors Paolo Bonan, MD, and Alice 
Verdelli, MD, of the Laser Cutaneous Cosmetic & Plastic Surgery Unit at 
Villa Donatello Clinic in Florence, Italy.1 The study’s goal was to assess 
the effi cacy of combined microwave and fractional microablative CO

2

laser treatment to improve these postpartum effects.
The investigators examined 15 women who were 18 years or older 

(median age, 38) and at least 12 months post delivery. The patients re-
ceived microwave treatments (ONDA Coolwaves; Deka)2 to the abdo-
men once a month for 3 months followed by fractional microablative 

CO
2
 laser (SmartXide2; Deka)3 1 month later, for a total of 4 months of 

treatment.
Coolwaves, a patented microwave technology, reduces localized adi-

posities in the abdomen and other areas, according to Deka. It dissolves 
fat, tightens and contours the skin, and fi rms tissue. The technology is 
to be used in place of radiofrequency for tightening and skin toning, 
according to the company. 

SmartXide2 uses a CO
2
 fractional microablative system to cause a 

rapid tightening of the skin; it reduces blemishes and softens irregu-
larities and scarring. The laser stimulates collagen production, mak-
ing the skin look younger and plumper. This collagen production in 
turn helps prolong the treatment effects and gives more even results.4

Patients were instructed to maintain the same eating and exercise 
habits prior to the treatments throughout the study. The investigators 
also did a follow-up of patients’ eating habits and weight. They used 

S F

 Convenient and time-saving options for women in the 
postpartum phase are important, and with the variety 
of complex physiological changes in the skin during 
pregnancy, [we need] to have solutions.”
Jessica A. Shepherd, MD, MBA, Dallas, Texas
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a patient satisfaction index, abdominal laxity score and mea-
surements, and digital and 3D photography to assess the treat-
ment’s effectiveness.

The investigators reported the overall mean circumference as 
3.6 cm plus/minus 1.2 cm. Both physicians and patients reported 
great improvement in tightening and skin laxity, and striae dis-
tensae were also reduced. The investigators noted umbilicus re-
positioning following the treatment and reported that the proce-
dure was well tolerated, with no adverse effects.

“This initial study confirms that the combined ONDA 
Coolwaves and SmartXide2 (microablative CO

2
 laser) treatment 

are safe and effective for the treatment of postpartum skin laxity 
and striae distensae,” the study authors wrote. “Thus, combined 
treatment could be a promising option for those patients who re-
fuse surgical procedures in the rapidly growing demand for non-
invasive aesthetic treatment.” 

Jessica A. Shepherd, MD, MBA, an aesthetic gynecologist and 
CEO and founder of Sanctum Med + Wellness in Dallas, Texas, 
spoke with Aesthetic Authority™ as an independent commenta-
tor on the study. She says postpartum abdominal skin laxity is 
caused by a combination of genetics, hormonal changes, and 
weight gain. She adds that an increase in relaxin decreases ad-
hesiveness between collagen fi bers and that formation of ground 
substance creates striae in areas causing stretch marks and loose 
skin. Shepherd notes that even with weight loss through diet and 
exercise, factors such as genetics and number of pregnancies also 
affect abdominal skin laxity.  

“Alternative therapies for skin tightening that do not require 
signifi cant downtime or surgical intervention are important op-
tions to present to women,” Shepherd says.  

Regarding the study, she notes that using this particular type 
of laser treatment not only tightened the skin but also improved 
the appearance of its texture. “The upgraded technology of the 
Coolwaves brings up the energy to 3 times the effi ciency and se-
lectively targets subdermal fat,” she explains.

Shepherd emphasizes that although the study had a small    
population, the fi ndings highlight the sustainable changes in the 
reduction of circumference and appearance of skin, which is ap-
pealing for women seeking marked changes in this area.  

“Convenient and time-saving options for women in the post-
partum phase are important, and with the variety of complex 
physiological changes in the skin during pregnancy, [we need] 
to have solutions,” she says. “This combined technology…seems 
promising and may create another innovative option that is safe 
and decreases the need for surgical intervention.” 

REFERENCES  

1  Bonan P, Verdelli A. Combined microwaves and fractional microablative CO2 laser treatment for postpar-
tum abdominal laxity. J Cosmet Dermatol. 2021;20(1):124-131. doi:10.1111/jocd.13510

2  SmartXide2 laser. Deka. Accessed June 9, 2021. https://www.dekalaser.com/en-GB/product.
aspx?item=samrt1

3  ONDA Coolwaves. Deka. Accessed June 9, 2021. https://www.thecoolwaves.com

4  Smartxide CO2 Laser. Ciao Bella Medical Spa & Vein Clinic. Accessed June 9, 2021. https://www.ciaobell-
aplasticsurgery.com/smartxide-co-2-laser/ 

Like what 
you’re reading? 

SUBSCRIBE TODAY!

DT0721_026-027_AA-Lasers.indd   27DT0721_026-027_AA-Lasers.indd   27 7/8/21   11:01 AM7/8/21   11:01 AM



BODY CONTOURING28 Summer 2021  |  AESTHETIC AUTHORITY™

Female to Male 
Top Surgery 
Protocols

Chest masculinization, also known as top surgery, 
is the most common operation performed for gen-
der affi rmation, according to the fi ndings of a 2020 
study published in Plastic and Reconstructive Surgery.1 

Gender-affi rming surgery can help transgender 
patients with gender dysphoria feel more comfortable in their bod-
ies. In addition, results from a 2021 survey show that the surgery has 
been associated with decreased rates of mental health disorders and 

improved psychosocial function.2,3

Patient demand for female to male breast re-
duction is increasing, says cosmetic surgeon 
Mark Mandell-Brown, MD, who recently talked 
with Aesthetic Authority™ about treatment options, 
surgical protocols, and his experience with the 
procedure.4

“Realistically, we are reducing the breasts, 
and there are different ways of doing that,” says 
Mandell-Brown, president of the American 
Academy of Cosmetic Surgery and a triple 

board-certifi ed cosmetic surgeon at Mandell-Brown Plastic Surgery 
Center in Cincinnati, Ohio. “As a surgeon, you have to approach it in 
a stepwise fashion.”  

Mandell-Brown often recommends liposuction as a stand-alone 
treatment for patients with small breasts—an A or B cup, potentially a 
small C—with no breast ptosis, or sagging.  

“If the patient has a larger areola, we remove some of the areola in a 
circular fashion. We make 2 incisions, an outer circle and an inner cir-
cle, and remove the excess areola or breast skin. Then we close the out-
er and inner circle,” he says.  

There are 3 categories of breast ptosis. The fi rst category includes 
nipples that are on the breast fold level—when one puts a fi nger under 
the breast on the crease—with minimal sagging. The second category 
includes nipples that fall below that line. Nipples that point downward 
toward the ground are considered to be category 3 ptosis. 

To address sagging, Mandell-Brown often uses Renuvion (Apyx 
Medical), which delivers helium plasma and radiofrequency energy 
to provide controlled coagulation and contraction of soft tissue. The 
small entry points and reduced pain result in shorter recovery times 

Mark Mandell-
Brown, MD 

Cincinnati, Ohio

L������ H�����

Mark Mandell-Brown, MD, details his treatment protocol for 
addressing female to male breast reduction surgically and through 
minimally invasive procedures.
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and minimal scarring.5 
“We use Renuvion in combination with liposuction,” he says. “Often 

that will shrink the breast down, making it more compatible with a 
male breast.” 

Whether using liposuction as monotherapy or combination thera-
py, Mandell-Brown says his goal is to use 
minimally invasive options when possi-
ble. These, for example, limit incisions to  
2-mm openings on each breast. 

When reducing larger breasts, he often 
uses a 2-step approach. The first step in-
volves the previously discussed procedures 
for smaller breasts. 

“We see how much the tissues contract,” 
Mandell-Brown says. “I would say 80% of pa-
tients are happy with [the initial] stage.” 

If patients are not yet satisfied, he fine-
tunes results with either more liposuction 
or additional reduction around the areola in 
a circular fashion. Patients with very large 
breasts—a D cup or larger and class 3 pto-
sis—might be candidates for a “double inci-
sion” technique. 

“A double incision technique is where we 
make an incision along that breast fold and 
then have the patient flex,” he explains. “The 
upper [flexed] portion shows you where the 
border of the pectoralis muscle is. You make 
a separate incision there and remove that tis-
sue between the 2 horizontal lines.” 

On men, the nipple/areola sits off to the 
outer third of the chest and is smaller com-
pared to that of a cisgender woman. 

“For the male, if you divide the collarbone 
into thirds, it should be between the middle and the outer third and 
should be just at the border of the pectoralis muscle,” Mandell-Brown 
says. “The nipple and areola should be about 2 cm wide as opposed to 
[that of] most females, which is about 4 cm wide.” 

Mandell-Brown advises his breast surgery patients to avoid aspirin 
and acetaminophen, fish oil, and vitamin E, all of which promote bleed-
ing. Nipple and areola numbness can occur temporarily but is rarely 
permanent when using a keyhole or periareolar technique.6 However, 

performing a free areola or nipple graft causes permanent numbness to 
the area, which Mandell-Brown prefers to avoid. “With the free areola or 
nipple graft, you are actually taking off the areola, setting it aside, reduc-
ing the breast, and then sewing it back on with what we call bolster dress-
ing, which holds it in place,” he says. “With that technique, you do have 

100% loss of sensation.”
Scarring is another major factor. Mandell-

Brown notes that he makes every attempt to 
minimize scarring because breast reduction 
surgery scars can be aesthetically disabling. 

In general, patients transitioning have a 
high satisfaction rate and tend to be grateful, 
he says. Most of those who come to Mandell-
Brown’s Cincinnati practice for female to 
male top surgery are from 26 to 38 years old. 

Performing chest masculinization has 
been a satisfying part of practice for Mandell-
Brown, but he recommends that surgeons 
first check with patients’ endocrinologists 
and/or psychologists to make sure patients 
are ready both emotionally and physically 
for the change. 
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We use Renuvion in 
combination with 

liposuction. Often that 
will shrink the breast 
down, making it more 

compatible with a 
male breast.  

Mark Mandell-Brown, MD

Before top breast surgery 
performed with liposuction 
and a circumareolar reduction.

Photos courtesy of Mandell-Brown.
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MyEllevate 
Rejuvenation
Expert physicians highlight the rise in minimally invasive 
procedures using the MyEllevate light-guided suture technology 
for facial rejuvenation.

ow that the days of safe in-person services are return-
ing, and thanks to consumers with pent-up buying 
impetus and a year’s worth of savings, the dermatol-
ogy and cosmetic surgery sectors are experiencing a 
notable trend: The popularity of minimal to nonin-

vasive cosmetic procedures is surg-
ing. Chief among those procedures is 
the patented MyEllevate light-guided 
suture technology for facial rejuvena-
tion. As clients experience these in-
novative techniques and their signif-
icant results with negligible recovery 
time, they are referring their friends 
and coming back for more. MyEllevate 
has become the poster child for mini-
mally invasive procedures. Cynosure’s 
recent acquisition of MyEllevate             
confirms the method’s arrival as 
the leader of this new and improved                        
generation of technology.1

But what is MyEllevate? And how 
did this paradigm shift occur in 
a steadfast industry like cosmetic 
surgery? 

Gregory Mueller, MD, FACS, a plastic surgeon 
in Beverly Hills, California, developed MyEllevate 
and the ICLED light-guided suture system. The 
highly effective facial rejuvenation technique has                      
minimal downtime and long-lasting results. In                     
addition to having a speedy recovery time, MyEllevate 
effectively treats a broad range of aging-related con-
cerns, from excess fat to bulging glands and promi-
nent platysma bands.2

MyEllevate was designed very simply as a per-
cutaneous approach to placing a suspension su-
ture. Vincent C. Giampapa, MD, FACS, and Barry 
DiBernardo, MD, published an article in 2000 on 
placing a neck suspension suture during an open 
facelift.3 Mueller took this concept and over a 15-year 
period developed the MyEllevate procedure. Initial 
variations had issues with the depth of suture place-
ment, which led to the light-guided approach of the 
procedure. He experimented with many types of ab-
sorbable and permanent sutures, fi nally deciding on 
a 4-0 braided permanent suture. 

The surgeon performs the procedure in an oper-
ating or procedure room under local anesthesia or 
intravenous sedation of general anesthesia, accord-
ing to the patient’s wishes. The approach is simplifi ed 
and broken down into easy-to-learn steps. 

S 1
The patient is prepped and the platysma bands, if pres-
ent, are marked and injected with local anesthetic. 

J N. P, MD, FACS; B DB, MD;  G M, MD, FACS

B EFO R E A F T ER

Patient before and 
after receiving 
MyEllevate procedure. 

Photos courtesy of Gregory Mueller, MD, FACS
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A puncture wound is made adjacent to the bands with a 
specialized puncture tool, and then the attachments are 
cleared with a “clearing” tool that is part of the ICLED kit. 
The rod and Suturod suture, also included in the kit, are 
placed deep and superfi cial to the band. The band is then 
cut by sawing the suture back and forth until the suture 
pulls through.

S 2
The neck is tumesced with 300 to 
400 cc of standard tumescent solu-
tion. If desired, the physician can 
use an energy-based device internal-
ly; however, this step may be omit-
ted. Commonly used devices include 
Precision Tx SmartLipo (Cynosure),4

FaceTite (InMode),5 Renuvion (Apyx 
Medical),6 and the Vaser ultrasonic 
system (Solta Medical).7 Liposuction 

is then performed and damaged fat is removed, and the area is addi-
tionally undermined by the liposuction cannula.

S 3
Additional puncture wounds are created [Illustration]. The light is 
activated and placed on the rod, and then the light-guided suture is 
placed through standardized puncture sites. The suture is tied through 
the fi rst puncture site and cut. The rod is then used to help bury the 
knot. Finally, a dressing is applied. 

The procedure is routinely performed in under 1 hour and patient 
recovery is swift. Patients are asked to wear a soft collar for 10 days after 
surgery, and many resume normal activities within 48 hours.

The MyEllevate team vets all physicians before they are trained in 
the procedure to help maintain quality control. Physicians are asked to 
go to Myellevate.com to register and then watch a recorded procedure. 
Live training is available at 4 US sites, and a trainer is sent to observe the 
physician’s fi rst 2 cases. 

I   Z B
The procedure has been rapidly implemented by physicians and has 
generated much interest from patients in recent times. An article in 
Elle Magazine brought national exposure to MyEllevate in its December 
2020/January 2021 print issue, dubbing the procedure the Zoom Lift.8

The procedure’s popularity started with the struggle shared by 
many people during the early days of COVID-19, which in turn abrupt-
ly introduced the work-from-home culture. Dermatologists and plastic 

surgeons were suddenly inundated with requests 
and complaints about previously unobserved 
“trouble areas,” and their appointment books 
began to fi ll quickly. On a global scale, working 
professionals went from looking at their faces for 
perhaps 30 minutes each day—from a glimpse in 
the mirror to a quick FaceTime call and the occa-
sional selfi e—to staring at them for 8-plus hours 
daily on Zoom as they worked remotely. This in-
creased, targeted focus on facial features led 
to many plastic surgeons’ clients scrutinizing 
their imperfections on  an intensifi ed level that 

substantially raised the demand for cosmetic procedures, including 
MyEllevate. 

DISCLOSURES 

Mueller is the creator of MyEllevate. Pozner, and DiBernardo are both stockholders and trainers for MyEllevate. 
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The procedure is routinely performed in under 1 hour and 
patient recovery is swift. Patients are asked to wear a soft collar 
for 10 days after surgery, and many resume normal activities 
within 48 hours.” 
Gregory Mueller, MD, FACS, Beverly Hills, California

Illustration courtesy of MyEllevate.
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Skin care companies are marketing regenerative topicals featur-
ing stem cells, exosomes, and platelet-rich plasma (PRP). 

But do they work? And is it safe to use stem cells, exosomes, 
and PRP in skin care? 

Dermatology Times® and its sister publication, Aesthetic 

Authority™, asked experts in the regenerative skin care space for answers.
“There are no products that contain stem cells in over-the-counter skin 

care,” says Amy Forman Taub, MD, FA AD, founder and medical director of 
Advanced Dermatology in Lincolnshire, Illinois. “There are companies that 

have cultured media [extracted growth factors] from 
these cells, but these products have not been proven to 
be more effective than what we currently have from cul-
tured media; ie, growth factor products from prenatal 
or perinatal tissue.”

The use of stem cells in skin care has taken a decade 
to evolve after early issues with stem cell sources, such 
as embryonic vs adult stem cells, and the requisite clin-
ical studies to demonstrate consistent effi cacy, accord-
ing to Lawrence A. Rheins, PhD, chief scientifi c offi cer 
at Aesthetics Biomedical in Phoenix, Arizona, creator of 

SoME Skincare. “A few years ago, there was interest in using botanical stem 
cells for skin care products. Frankly, I do not understand how that would 
work,” Rheins says. “Those stem cells are not going to get into the skin. [Plus], 
how physiologically relevant are botanical stem cells [to] human skin? Adipose 
adult stem cells are fi nding a signifi cant growing role in aesthetic medicine, 
including facial rejuvenation.”

According to Taub, exosomes are noncellular and may be able to lyophilize, 
but research is in the early phases. 

In other research, Mayo Clinic investigators reported in Science Daily that 
purifi ed exosomal product, known as PEP, an off-the-shelf, room-tempera-
ture-stable exosome, can heal wounds that do not have adequate blood supply 
in single exosome application.1

Safety concerns are a hurdle for stem cells and exosomes in skin care. The 
FDA regulates products containing stem cells and exosomes.2 Although exo-
some-containing products are available in the marketplace, some companies 
that make them have received FDA warning letters, according to Rheins. 

These FDA safety concerns could limit the commercial potential of exo-
some-containing skin care topicals for the near term, he says. 

PRP O  R D 
The use of a patient’s own PRP growth factors in personalized skin care has 
gained rapid momentum in recent years as clinical science has shown its safe-
ty and effi cacy, according to Rheins.

SoME, which features patients’ autologous PRP in a serum mixture for top-
ical application, has proved to be stable and able to keep growth factors alive.

Autologous PRP is safe, according to Taub.
“[SoME] is stable for 3 months, if refrigerated,” Taub says. “PRP is great for 

healing, so this could afford some correction of damage, but this does require 
drawing your patient’s blood and spinning it down to extract the PRP.”

According to Rheins, SoME took a different approach in product 
development.

“We are not taking stem cells. We are not taking synthetic exosomes. We 
are using the body’s own autologous physiological growth factors,” he says. 
“Consumers want personalized and more individualized skin care prod-
ucts. There is nothing more individualized or personalized than your own 
growth factors.”

Aesthetics Biomedical has patented a way of preserving platelet function for 
more than 90 days in SoME products, Rheins says. 

After centrifuging a patient’s blood, the physician drops 3 mL of the pa-
tient’s PRP into the prepared SoME serum bottles. The patient takes the 3 bot-
tles home in a supplied mini refrigerator and uses the product twice daily for 
the next 90 days. 

“It’s the unique physiological electrolyte base formula of 23 ingredients that 
provides us with the opportunity to keep the platelets stable,” Rheins says. 
“The change in temperature, going from the small refrigerator to air tempera-
ture to skin temperature, causes platelet activation, and the granules inside 
the platelets begin to degranulate to release hundreds of the growth factors 
including exosomes… which are small enough to get into the skin. The patient 
puts the bottle back in the fridge and the platelets basically go back into a se-
nescent state.” 

Scientifi c journals published 2 studies on SoME in recent years. Investigators 
of the fi rst study, published in 2019 in Journal of Cosmetic Dermatology, studied 
20 female and male participants aged 30 to 60 years in a single-site, investiga-
tor-blinded, vehicle-controlled, split-face study to look at the effect of serum 
containing PRP vs the serum alone on facial photoaging. Study results showed 
the serum contained stable PRP for 90 days, and PRP-treated facial skin biop-
sies showed improvement in skin architecture and upregulation for collagen 

L H

Amy Forman
Taub, MD, FAAD
Lincolnshire, Illinois

Regenerative 
Skin Care Realities
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type I, with concomitant upregulation of mRNA for 
collagen after 8 weeks of topical use.3

In the second study, which was published in 2020 
in Journal of Drugs in Dermatology, investigators report-
ed that platelets remained viable for up to 120 days 
in a refrigerated cosmetic base serum vehicle. The 
product demonstrated clinical, histological, light, 
and scanning electron microscopy end points to 
demonstrate a mechanism of action leading to PRP 
facial benefi ts. PRP kits of 20-mL and 60-mL volumes 
for topical PRP were shown to be equally effi cacious.4

Aesthetic providers typically use SoME alone for 
facial rejuvenation to improve the appearance of 
fi ne lines, sun damage, hyperpigmentation, and sal-
lowness. However, professional aesthetic practices 
are increasingly using SoME for posttreatment care 

following radiofrequency microneedling or other 
invasive devices, including various lasers, to assist in 
the healing process, according to Rheins.

“SoME has been on the market for 2 years, and no 
one has complained of any irritant or allergic re-
actions,” he says. “The physiological electrolytes of 
SoME provide additional product safety.”

Vivian Bucay, MD, FA AD, founder and president 
of Bucay Center for Dermatology and Aesthetics in 
San Antonio, Texas, discusses the evolution of topi-
cal growth factors using SoME Skincare.5

According to Bucay, dermatologists and other aes-
thetic physicians are using PRP for several indica-
tions, so integrating the PRP process into skin care 
is seamless for many. Whereas some patients come 
in specifi cally to get their blood drawn and spun for 

SoME Skincare, others may come in for PRP injec-
tions for hair growth or to be used for postlaser re-
surfacing, she says. 

“The real innovation [in the 
case of SoME] is this serum ac-
tually keeps the platelets sta-
ble for 90 days,” Bucay says. 
“I use it. I still believe in us-
ing topical antioxidants. I still 
use a retinol in the evenings. 
I use a sunscreen. This is add-
ing something else to [skin re-
juvenation], and it is super well 
tolerated.”

SoME, according to Bucay, represents the trend to-
ward personalized skin care, which has become in-
creasingly more accessible over the years. 

However, it is not yet mainstream, according to 
Taub, who coauthored the 2018 review “Stem Cells in 
Dermatology and Anti-aging Care of the Skin.”6

“It seems cumbersome to utilize the tissues of our 
own bodies for skin care products because the ex-
traction process is diffi cult. There is the need to ex-
tract fat, bone marrow, or blood,” Taub says. “Until 
those processes become easier, it’s unlikely for those 
to be mainstream skin care products.”

Taub says she believes the future revolves around 
understanding regenerative processes in the skin. 
Currently the most advanced products that use a 
messenger to stimulate dormant stem cells to action 
in patients’ skin is DefenAge [Progenitor Biologics], 
which utilizes proprietary defensins. 

“In the future I do think we will be able to synthe-
size specifi c growth factors in the correct amount 
and mixture that will do more than mimic healing. 
Exosomes are promising, as these are small packets 
of acellular signaling proteins and could be devel-
oped for antiaging. And, yes, we need to make sure 
that these products do not also stimulate carcino-
genic cells,” Taub says. 
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Three patients before and after using 
SoME Skincare for 90 days.

Photos courtesy  Aesthetics Biomedical.
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Paul Nassif, MD:  
Building a Successful  
Skin Care Brand

Beverly Hills facial plastic surgeon Paul Nassif, MD, FACS, of NassifMD Plastic 
Surgery in California, knows how to create a successful brand. His image 
alone creates awareness with anyone who has tuned into E! Entertainment’s 
Dr. 90210 or Botched. 

Among his many claims to fame, Nassif developed and markets NassifMD 
Dermaceuticals. He shared strategies for building a success-

ful skin care line with colleagues during the April 17 
International Society of Aesthetic Plastic Surgery (ISAPS) 

Business School. 
Launching a skin care line is not easy, accord-
ing to Nassif. 

“This is more of a long-term investment, 
and really, if you are going to do this, you 
need dedication and, of course, a lot of 
money,” he says. 

Aesthetic physicians and surgeons have 
different reasons for creating proprietary 
skin care lines. 

“You have to think about ‘What is my 
endgame? Am I doing this because it is a 
passion project of mine? Am I doing this 
as a source of passive income?’” he says. “I 
did this for my patients because when you 
do surgery, what happens to [the quality 
of the] skin? Nothing. If you have surgery 
plus great skin care…it makes your surgery 
look better.”

Regardless of the reason, says Nassif, the 
goal of creating a skin care line should be 
to develop great products because repeat 
business is the key to long-term success.

“You can always get someone to buy the 
product, but the question is, are they going 
to keep using it? That is why the product 
has to be fantastic,” he says. 

Lisette Hilton
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Science and testing should be the foundation of any physician-developed skin care brand. 
That includes developing thoughtful formulations as well as formal and informal testing and 
feedback.

“I chose to individually formulate each product to ensure control of ingredients, potency, and 
effi cacy and to tailor each [product] to my patients’ needs and input,” he says. 

Proper product testing is a time-consuming endeavor, but it’s necessary. For his line, Nassif 
worked with chemists to achieve effi cacy and potency for each product, whether it was designed 
for the face, neck, under eyes, nose, or other areas. 

“There are probably 7 to 8 different tests that you have to do with your chemist,” Nassif explains. 
Nassif’s skin care products went through laboratory testing, consumer perception studies, be-

fore and after studies, hydration studies, skin pathology testing, and Visia (Skin Analysis System; 
Canfi eld Scientifi c) studies. He also funded clinical trials that incorporated side-by-side visual 
comparisons. Additionally, he received qualitative and quantitative feedback from friends, col-
leagues, patients, and staff. 

During the ISAPS Business School presentation, Nassif shared images from a Visia study that 
had 30 participants. In the study, patients wearing fl uorescent makeup cleansed their faces us-
ing soap and water on one side of the face and his NassifMD Detox Pads on the other to remove 
dirt, makeup, and residue. 

“[My detox pads were] 108% more effective than soap and water,” he says. 
Although companies do the actual testing for providers such as Nassif, it’s the providers who 

foot the bill, he says. He also commissioned a perception study in which 32 participants wrote 
down what they thought about products. 

Providers should highlight before and after images for each product, he says, noting that con-
sumers look to these transformations when deciding what to buy. In his presentation, Nassif 
showed before and after images of his Deco-Lift and Peri-Orbital Complex products. 

“What I focus on here is the luminosity and glow. I look at the color and the crow’s-feet and 
also…at the lifting ability,” he says. “This is from a key ingredient called Vin-upLift that gives im-
mediate temporary hydration and lifting.” 

Formulating products with key ingredients that may not be widely available but are backed up 
by science to suggest they work is important for product differentiation. Nassif describes the Vin-
upLift ingredient as “a unique tightening ingredient that is derived from Swiss ice wine” on his 
website NassifMDskincare.com.

“Your ingredients have to be excellent,” he says. “You have to have the science behind the dif-
ferent products.”

M  S
Nassif uses many avenues to reach his target audience for skin care products, including TV shop-
ping and e-commerce. His product line is featured on HSN in the United States and international 
shopping channels such as TVSN in Australia, QVC UK, and TSC in Canada.

As for e-commerce, Nassif markets the brand on NassifMDskincare.com and also sells the line 
on additional websites. The brand has its own consumer page on Amazon.

The skin care line has a large social media presence, with advertisements on popular platforms 
and lifestyle websites, such as PopSugar. Social media marketing is a conduit to reach specifi c de-
mographic groups, he says, adding that it is also important to use online infl uencers and their 
high-profi le engagement. 

Brick-and-mortar is a separate conversation, according to Nassif. On-air skin care sales, cou-
pled with a robust online and social media presence, help educate buyers, develop brand aware-
ness, fuel sales, and build an international viewership, he says.

Of course, Nassif’s practice also generates product sales. His practice integrates skin care 
into surgical treatments, and the skin care line also supplements his medical spa and aes-
thetic treatments. 

Women’s use of facial skin care products rose in 2020, according to The 

NPD Group, a market research company. 

› “Most are washing or moisturizing their face more of-
ten than pre-pandemic, one-third have expanded their 
routine to include more products, and the majority of 
those using more products intend to stick with their 
new routine when things normalize,” according to an 
NPD press release.

› Cleansers and moisturizers as well as treatments such 
as exfoliators/scrubs and masks, saw the biggest 
boosts in use since 2019.1 

Women are more likely to research skin care products online before 
purchasing, according to NPD.

› Released in 2019, the NPD Women’s Facial Skincare 
Consumer Report noted that nearly half of women sur-
veyed prefer to research products online prior to buying 
them in store, citing online reviews and ratings, as well as 
social media infl uencers, as their sources of information.

Engaged consumers are looking at ingredients and want 
transparency, according to the NPD Group. 

“This represents a 6-point uptick over the past 2 years. In addi-
tion, more than half of women look for skin care products made 
from organic ingredients. The report also found that brands 
making a public commitment to ingredient transparency have 
become top of mind for consumers, with several of the more 
well-known transparent brands ranking among the top 25 in 
highest awareness-to-purchase conversions,” according to an 
NPD press release.2

REFERENCES

1  22% report changing their skincare routine due to COVID-19. NPD 
Group. Press release. September 10, 2020. Accessed May 3, 2021. https://
www.npd.com/wps/portal/npd/us/news/press-releases/2020/
more-u-s--women-are-using-facial-skincare-products-today--reports-the-npd-group/ 

2  Empowered consumers want clean ingredients and brand transparency from skincare products. 
NPD. Press release. August 14, 2019. Accessed May 3, 2021. https://www.npd.com/wps/portal/
npd/us/news/press-releases/2019/empowered-consumers-want-clean-ingredients-and-brand-      
transparency-from-skincare-products/ 
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 This is more of a long-term investment, 
and really, if you are going to do this, you need 
dedication and, of course, a lot of money.” 
Paul Nassif, MD, FACS

Skin Care TrendsSkin Care Trends
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MOST PRACTITIONERS ARE INDEBTED to their com-
munity for the success of their practices. I truly believe that 
most fulfi lled and successful doctors are eager to give back 
to their communities. I, like many readers of this article, 
have provided pro bono services, participated in volunteer 
efforts, become involved with numerous charitable orga-
nizations, and simply tried to make my community a better 
place. I performed many charitable reconstructive surger-
ies on children in the earlier part of my career. I have 2 spe-
cial needs children with severe disabilities but was active 
in helping children years before my sons were born. Hav-
ing said that, much of my current charitable work centers 
around children and adults with disabilities. 

Like many, my practice is called on frequently for char-
itable fundraising support for innumerable causes. This 
began as a trickle 20 years ago and has developed into a 
streaming pipeline. Despite this, I’ve tried to support any 
request. Many of the groups are well-known national char-
ities. Additionally, I have supported public and private 
school fundraising auctions, gymnastic team auctions, golf 
tournaments, and pretty much every describable request 
within a community.  

For the most part, this has been extremely bilaterally 
benefi cial. My practice gets to assist organizations with rais-
ing funds for their good work, and at the same time, I get 
recognition as a provider of cosmetic services in my com-
munity. Generally, this is a win-win situation. 

Whether it be seen as good or bad, the more charities 
you support with donations of products or services, the 
more requests you get for further donations. 

Even when they are soliciting with the best of inten-
tions, some people fi nd a way to take advantage of the 
person or practice donating. In the beginning, we simply 
accepted all requests and printed a certifi cate redeem-
able for a given service. We had no rules and assumed it 
would be an easy situation. 

In years past, some people would come to the practice 

holding tattered auction certifi cates issued 3 years prior, 
and others would show up with a certifi cate they personal-
ly did not bid on. 

We quickly learned there had to be some rules,  so we 
refi ned our certifi cates. We began putting a chronological 
number on the certifi cate as well as issuing an expiration 
date and declaring that the certifi cates are nontransferable. 

This immediately solved some of our problems but not 
all. After updating the rules, I would ask certifi cate recipi-
ents what price they had paid in the auction. Frequently, 
and especially for nationally known charities, the bidder 
had paid far more than what the actual auction item was 
worth in the fun of a charitable bidding war. 

Other times, people would show up with a certifi cate for 
treatments that had a retail worth of $1000 and they had 
spent only $20 for the winning bid. After this, we started in-
forming charities that if the item did not sell for a reason-
able portion of its value, it should not be auctioned, and we 
would redonate the next year.  

Just when we thought we had everything under con-
trol, a member of my staff noticed that a person who had 
requested auction items for various “charity golf tourna-
ments” had not only picked up the certifi cate from our of-
fi ce but also personally redeemed it. At fi rst this did not set 
off red fl ags. I have seen auction chairs purchase an item 
they personally requested from a practice because they ei-
ther wanted the service or product themselves or wanted 
to drive up the value for the organization. 

However, the reality was that the person collecting 
these golf tournament certifi cates would pick them up 
and redeem them when different staff members were 
in my offi ce. Well, that is until someone noticed. We in-
vestigated the charitable golf tournaments and found no 
record of one, another responded that they had never 
asked for or received any such donation, one didn’t re-
spond at all, and the last said they did not keep records of 
charitable donations. 

It was at this moment we realized we had been 
scammed. Adding to the hurt was the fact that some of this 
malfeasance was done in the name of children’s charities. 

This situation made us review our entire process and 
add safeguards. First and foremost, we issued a compli-
ance list for receiving, auctioning, and redeeming a charita-
ble certifi cate, with the following requirements: 

1  The certifi cate cannot be redeemed by the person 
requesting it or collecting it from the offi ce.

2 The person picking up the certifi cate in offi ce must 
provide a photo ID, which is copied and kept.

3Charities must provide detailed information 
about the certifi cate winner in a form that we sup-
ply and must also include the amount of the win-
ning bid. The certifi cate cannot be honored with-
out this information. 

Needless to say—and shame on us for not doing more 
research—we now investigate any organization that re-
quests a charitable gift. 

Like anything else in life, fundraising presents situa-
tions where people take advantage of one’s generosity. 
After learning this the hard way, I would like to pass along 
some caveats:

  › Investigate all requesting organizations for legitima-
cy and look into the requesting individual.

  › Invest time into a certifi cate that includes:
  › a serial number, expiration date of service or 

product redemption, and statement of non-
transferability: and

  › an accompanying form that must be fi lled 
out and followed exactly for redemption. 
Clearly state the necessity of this form on the 
actual certifi cate.

  › request personal pickup, don’t mail anything.
  › Inform that fraud will be reported to authorities.

I still believe that the more you give, the more you get. 
Just give wisely. 

AN INTERNATIONALLY RECOGNIZED  
COSMETIC FACIAL SURGEON 

PRACTICING IN MIDLOTHIAN, VIRGINIA.

Joe Niamtu III

No Good Deed 
Goes Unpunished
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The Growing 
Rate of Facial 
Hair Transplants
Facial hair grafting is becoming an increasingly popular procedure, 
with methods such as follicular unit extraction and follicular unit 
transplantation to improve the appearance of beards and eyebrows.

A lthough scalp hair transplants are common in   
aesthetics, using hair transplant technology to 
improve facial hair outcomes is gaining in popu-
larity for patients who wish to improve beard and 
eyebrow fullness. In an interview with Aesthetic 

Authority™, Gary Linkov, MD, a board-certified facial plastic and hair 
surgeon and founder and medical director of City Facial Plastics in New 
York, New York, gives an overview of beard and eyebrow grafting to im-
prove patient facial hair appearance.1,2

First, when patients are preparing for grafting, he says, they are di-
rected to stop all oral supplements along with over-the-counter medica-
tions that can cause blood thinning. 

“Vitamin C and vitamin K a week before the facial hair transplant pro-
cedure can help improve healing and minimize bleeding,” he notes. 

Patients shower the night before or the morning of the procedure to 
prevent infection and are also prescribed an antibiotic, an anti-inflam-
matory pill, a sedative, and an anxiolytic on the morning of the proce-
dure, he explains. Following patient consent, the beard or eyebrow area 
is marked carefully to incorporate the patient’s wishes.

Patients then undergo follicular unit extraction (FUE), in which hair 
strands with the follicles attached are taken from one body site and 
transplanted to the desired area. Another method of transplanting hair 

is follicular unit transplantation (FUT), which excises a strip of skin with 
hair follicles to be used. 

“Once the grafts are removed, recipient site creation and then place-
ment of the grafts [takes place],” Linkov says. “The overall process may 
take a few hours for smaller cases and up to a full day for larger cases, 
and occasionally may require an extra day. A lunch break is provided for 
longer cases.”

Explaining the procedure downtime, bleeding, swelling, and bruising 
are all possible after a facial hair transplant. “The most important pre-
caution in the recovery phase of a beard transplant is to not get the trans-
planted hairs wet for the first 5 days. This allows them to set in the proper 
orientation and to eventually grow,” he emphasizes. Post procedure, pa-
tients also receive both an oral and a topical antibiotic for the donor area.

For beard transplants, patients are able to shave after 10 days. Linkov 
explains that after about 3 weeks, the shafts of the transplanted hairs 
will usually fall out. Hair regrowth then starts at 4 to 6 months, with pa-
tients having final results assessed at 1 year. 

The procedure carries some risks, one of which is poor angulation. 
“Despite every best effort to use an acute angle to the skin surface when 
making recipient sites and placing grafts, occasionally grafts may still 
grow at a more perpendicular angle and may need to be removed,” 
he notes. 

Sandra Fyfe
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There is also the chance of bump formation. “The main area at 
risk of small bump formation is the goatee area under the lower lip,” 
Linkov says. “These can be difficult to correct.” 

The risk of poor regrowth, although possible, is rare, according to 
Linkov. “The face has very good blood supply, and [the procedure] typi-
cally results in excellent hair regrowth. A touch-up procedure is some-
times needed after 10 months if certain areas show poor growth.” 

Finally, inclusion cysts can occur but are very rare in the transplant-
ed beard area. They may need to be incised and drained or removed, 
he says.

Linkov explains that scar formation is another consideration. Small 
circular scars are left after using the FUE method, “but they are barely 
noticeable even with a shaved head,” he notes. The FUT method, how-
ever, leaves a linear scar across the back of the head, which makes it 
more difficult to wear shorter hairstyles. 

“The recipient area where the new beard hairs grow should not dis-
play any scars,” he explains.

Medical conditions that are incompatible with local anesthesia con-
taining epinephrine include contraindications to FUE and FUT fa-
cial hair transplantation. “Contraindications to facial hair transplants 
are scarring alopecia or the autoimmune [disease] alopecia areata, in 
which the body will continue to try to destroy the hair follicles,” Linkov 
says, adding that having minimal hair supply for transplantation to 
the facial area is also a contraindication. 

REFERENCES

1  Beard transplant. City Facial Plastics. Updated May 24, 2021. Accessed May 25, 2021. https://cityfacialplastics.com/
beard-transplant/

2  Eyebrow transplant. City Facial Plastics. Updated April 28, 2021. Accessed May 25, 2021. https://cityfacialplastics.
com/eyebrow-transplant/

 The most important precaution in the recovery phase of a beard 
transplant is to not get the transplanted hairs wet for the first 5 days.” 
Gary Linkov, MD, New York, New York

Subscribe 
 FOR PRACTICAL TIPS AND 

VALUABLE RESOURCES.

DT0721_038-039_AA-Hair.indd   39DT0721_038-039_AA-Hair.indd   39 7/8/21   10:50 AM7/8/21   10:50 AM



Take on infl ammatory lesions
of rosacea from the top down.
Visit ZilxiHCP.com to learn more.

Not an
actual 

patient.

INDICATIONS AND USAGE
ZILXI (minocycline) topical foam, 1.5% is a 
tetracycline-class drug indicated for the treatment
of inflammatory lesions of rosacea in adults. 
Limitations of Use: This formulation of minocycline 
has not been evaluated in the treatment of 
infections. To reduce the development of drug-
resistant bacteria as well as to maintain the 
effectiveness of other antibacterial drugs, ZILXI 
should be used only as indicated. 

IMPORTANT SAFETY INFORMATION
Contraindications 
Persons who have shown hypersensitivity to
any of the tetracyclines or any other ingredient
in ZILXI.
Warnings and Precautions
Flammability: The propellant in ZILXI is flammable. 
Instruct the patient to avoid fire, flame, and smoking 
during and immediately following application.
ZILXI is a topical foam. While systemic absorption
of ZILXI is low, and serious adverse reactions were 
not seen in clinical studies, the following adverse 
reactions associated with oral minocycline should
be considered:

IMPORTANT SAFETY INFORMATION, CONTINUED
• Teratogenic effects, inhibition of bone growth & 

permanent tooth discoloration: Use during the 
second and third trimesters of pregnancy, infancy 
and childhood up to the age of 8 years may cause 
permanent discoloration of the teeth (yellow-gray-
brown) and reversible inhibition of bone growth.

• Clostridioides difficile associated diarrhea 
(CDAD): If CDAD occurs, discontinue ZILXI.

• Hepatotoxicity & metabolic effects: If renal 
impairment exists or if liver injury suspected,
discontinue ZILXI. 

• Central nervous system effects: Patients 
experiencing light-headedness, dizziness or
vertigo should be cautioned about driving
vehicles or operating heavy machinery. 

• Intracranial hypertension: Clinical manifestations 
include headache, blurred vision, diplopia, and 
vision loss. Discontinue ZILXI immediately if 
symptoms occur.

• Autoimmune syndromes: Symptoms may be 
manifested by fever, rash, arthralgia, and malaise. 
Discontinue ZILXI immediately if symptoms occur.

IMPORTANT SAFETY INFORMATION, CONTINUED
• Photosensitivity: Patients should minimize or 

avoid exposure to natural or artificial sunlight while 
using ZILXI. Advise patients to discontinue 
treatment with ZILXI at the first evidence of 
sunburn.

• Hypersensitivity reactions: Discontinue ZILXI 
immediately if symptoms of anaphylaxis, serious 
skin reactions, erythema multiforme, and drug 
reaction with eosinophilia and systemic symptoms 
(DRESS) syndrome occur.

• Tissue hyperpigmentation: Discoloration of organs, 
including nails, bone, skin, eyes, thyroid, visceral 
tissue, oral cavity (teeth, mucosa, alveolar bone), 
sclerae and heart valves.

• Superinfection: Overgrowth of non-susceptible 
organisms, including fungi. If superinfection occurs, 
discontinue ZILXI and institute appropriate therapy.

Adverse Reactions
The most common adverse reaction reported during 
clinical trials of ZILXI was diarrhea. 

IGA=Investigator’s Global Assessment
*Co-primary endpoints at Week 12 were: absolute change from 
baseline in inflammatory lesion count and IGA treatment success. 
IGA treatment success was defined as an IGA score of 0 or 1 (clear 
or almost clear) and at least a 2-grade improvement (decrease) 
from baseline. Patients were included if they had 15-75 facial 
lesions (papules and pustules), no more than 2 facial nodules, and 
an IGA score of moderate or severe (grade 3 or 4) (N=1522).1

†Zilxi 1.5% topical foam contains the following inactive ingredients: 
soybean oil, coconut oil, light mineral oil, cyclomethicone, 
cetostearyl alcohol, stearic acid, myristyl alcohol, hydrogenated 
castor oil, white wax (beeswax), stearyl alcohol, docosanol, and 
propellants (butane + isobutane + propane).1

REFERENCES: 1. ZILXI™ (minocycline) topical foam, 1.5% Prescribing 
Information. Bridgewater, NJ: Foamix Pharmaceuticals Inc; 2020. 
2. Hazot Y, et al. J Anal Pharm Res. 2017;4(5):00117. 3. Tamarkin D. 
Foam: a unique delivery vehicle for topically applied formulations. 
In: Dayan N, ed. Handbook of Formulating Dermal Applications: A 
Definitive Practical Guide. Beverly, MA: Scrivener Publishing LLC; 
2017:233-260. 4. Lin TK, et al. Int J Mol Sci. 2017;19(1):70. doi: 
10.3390/ijms19010070.

Please see Brief Summary of Prescribing Information
for ZILXI on the following pages.

Zilxi is a trademark of an affiliate of VYNE Therapeutics Inc. 
© 2020 VYNE Therapeutics Inc. All rights reserved.
COM-ZIL-US-200041 09/2020

Zilxi is the fi rst and only topical minocycline proven effective 
in adult patients with infl ammatory lesions of rosacea1*

• Evaluated in 2 large, 12-week phase 3 trials (N=1522)
• Signifi cantly reduced infl ammatory lesion count by Week 12 
• Demonstrated improvement in IGA treatment success by Week 12

Proven safe and well-tolerated on already-sensitive skin1

• The most commonly reported adverse reaction was diarrhea (1%)
• Zilxi was well-tolerated throughout the treatment period 

Delivered in a gentle, proprietary foam vehicle
• Leverages Molecule Stabilizing Technology (MST)™ for stable
  topical delivery2,3

• Contains naturally moisturizing ingredients,4 is surfactant-free, 
  and does not contain drying agents, such as ethyl alcohol1†

The fi rst time minocycline has been 
approved for rosacea

*Co-primary endpoints at Week 12 were: absolute change from 

DT0721_040A-043A_FoamixZilix.indd   40DT0721_040A-043A_FoamixZilix.indd   40 7/6/21   10:28 AM7/6/21   10:28 AM



Take on infl ammatory lesions
of rosacea from the top down.
Visit ZilxiHCP.com to learn more.

Not an
actual 

patient.

INDICATIONS AND USAGE
ZILXI (minocycline) topical foam, 1.5% is a 
tetracycline-class drug indicated for the treatment
of inflammatory lesions of rosacea in adults. 
Limitations of Use: This formulation of minocycline 
has not been evaluated in the treatment of 
infections. To reduce the development of drug-
resistant bacteria as well as to maintain the 
effectiveness of other antibacterial drugs, ZILXI 
should be used only as indicated. 

IMPORTANT SAFETY INFORMATION
Contraindications 
Persons who have shown hypersensitivity to
any of the tetracyclines or any other ingredient
in ZILXI.
Warnings and Precautions
Flammability: The propellant in ZILXI is flammable. 
Instruct the patient to avoid fire, flame, and smoking 
during and immediately following application.
ZILXI is a topical foam. While systemic absorption
of ZILXI is low, and serious adverse reactions were 
not seen in clinical studies, the following adverse 
reactions associated with oral minocycline should
be considered:

IMPORTANT SAFETY INFORMATION, CONTINUED
• Teratogenic effects, inhibition of bone growth & 

permanent tooth discoloration: Use during the 
second and third trimesters of pregnancy, infancy 
and childhood up to the age of 8 years may cause 
permanent discoloration of the teeth (yellow-gray-
brown) and reversible inhibition of bone growth.

• Clostridioides difficile associated diarrhea 
(CDAD): If CDAD occurs, discontinue ZILXI.

• Hepatotoxicity & metabolic effects: If renal 
impairment exists or if liver injury suspected,
discontinue ZILXI. 

• Central nervous system effects: Patients 
experiencing light-headedness, dizziness or
vertigo should be cautioned about driving
vehicles or operating heavy machinery. 

• Intracranial hypertension: Clinical manifestations 
include headache, blurred vision, diplopia, and 
vision loss. Discontinue ZILXI immediately if 
symptoms occur.

• Autoimmune syndromes: Symptoms may be 
manifested by fever, rash, arthralgia, and malaise. 
Discontinue ZILXI immediately if symptoms occur.

IMPORTANT SAFETY INFORMATION, CONTINUED
• Photosensitivity: Patients should minimize or 

avoid exposure to natural or artificial sunlight while 
using ZILXI. Advise patients to discontinue 
treatment with ZILXI at the first evidence of 
sunburn.

• Hypersensitivity reactions: Discontinue ZILXI 
immediately if symptoms of anaphylaxis, serious 
skin reactions, erythema multiforme, and drug 
reaction with eosinophilia and systemic symptoms 
(DRESS) syndrome occur.

• Tissue hyperpigmentation: Discoloration of organs, 
including nails, bone, skin, eyes, thyroid, visceral 
tissue, oral cavity (teeth, mucosa, alveolar bone), 
sclerae and heart valves.

• Superinfection: Overgrowth of non-susceptible 
organisms, including fungi. If superinfection occurs, 
discontinue ZILXI and institute appropriate therapy.

Adverse Reactions
The most common adverse reaction reported during 
clinical trials of ZILXI was diarrhea. 

IGA=Investigator’s Global Assessment
*Co-primary endpoints at Week 12 were: absolute change from 
baseline in inflammatory lesion count and IGA treatment success. 
IGA treatment success was defined as an IGA score of 0 or 1 (clear 
or almost clear) and at least a 2-grade improvement (decrease) 
from baseline. Patients were included if they had 15-75 facial 
lesions (papules and pustules), no more than 2 facial nodules, and 
an IGA score of moderate or severe (grade 3 or 4) (N=1522).1

†Zilxi 1.5% topical foam contains the following inactive ingredients: 
soybean oil, coconut oil, light mineral oil, cyclomethicone, 
cetostearyl alcohol, stearic acid, myristyl alcohol, hydrogenated 
castor oil, white wax (beeswax), stearyl alcohol, docosanol, and 
propellants (butane + isobutane + propane).1

REFERENCES: 1. ZILXI™ (minocycline) topical foam, 1.5% Prescribing 
Information. Bridgewater, NJ: Foamix Pharmaceuticals Inc; 2020. 
2. Hazot Y, et al. J Anal Pharm Res. 2017;4(5):00117. 3. Tamarkin D. 
Foam: a unique delivery vehicle for topically applied formulations. 
In: Dayan N, ed. Handbook of Formulating Dermal Applications: A 
Definitive Practical Guide. Beverly, MA: Scrivener Publishing LLC; 
2017:233-260. 4. Lin TK, et al. Int J Mol Sci. 2017;19(1):70. doi: 
10.3390/ijms19010070.

Please see Brief Summary of Prescribing Information
for ZILXI on the following pages.

Zilxi is a trademark of an affiliate of VYNE Therapeutics Inc. 
© 2020 VYNE Therapeutics Inc. All rights reserved.
COM-ZIL-US-200041 09/2020

Zilxi is the fi rst and only topical minocycline proven effective 
in adult patients with infl ammatory lesions of rosacea1*

• Evaluated in 2 large, 12-week phase 3 trials (N=1522)
• Signifi cantly reduced infl ammatory lesion count by Week 12 
• Demonstrated improvement in IGA treatment success by Week 12

Proven safe and well-tolerated on already-sensitive skin1

• The most commonly reported adverse reaction was diarrhea (1%)
• Zilxi was well-tolerated throughout the treatment period 

Delivered in a gentle, proprietary foam vehicle
• Leverages Molecule Stabilizing Technology (MST)™ for stable
  topical delivery2,3

• Contains naturally moisturizing ingredients,4 is surfactant-free, 
  and does not contain drying agents, such as ethyl alcohol1†

The fi rst time minocycline has been 
approved for rosacea

*Co-primary endpoints at Week 12 were: absolute change from 

DT0721_040A-043A_FoamixZilix.indd   41DT0721_040A-043A_FoamixZilix.indd   41 7/6/21   10:28 AM7/6/21   10:28 AM



ZILXI™ (minocycline) topical foam, 1.5%
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION.  
PLEASE SEE FULL PRESCRIBING INFORMATION.

INDICATION
ZILXI is indicated for the treatment of inflammatory lesions of rosacea in adults.

Limitations of Use: This formulation of minocycline has not been evaluated in the 
treatment of infections. To reduce the development of drug-resistant bacteria as 
well as to maintain the effectiveness of other antibacterial drugs, ZILXI should be 
used only as indicated.

CONTRAINDICATIONS
This drug is contraindicated in persons who have shown hypersensitivity to any 
of the tetracyclines or any other ingredients within ZILXI.

WARNINGS AND PRECAUTIONS
•  Flammability: The propellant in ZILXI is flammable. Instruct the patient to 

avoid fire, flame, and smoking during and immediately following application. 
Do not puncture and/or incinerate the containers. Do not expose containers to 
heat and/or store at temperatures above 120°F (49°C).

•  Teratogenic Effects: Minocycline, like other tetracycline-class drugs, may 
inhibit bone growth when administered orally during pregnancy.  Based on 
animal data, when administered orally, tetracyclines cross the placenta, are 
found in fetal tissues, and can cause skeletal malformation and retardation of 
skeletal development on the developing fetus. 

•  Tooth Discoloration: The use of tetracycline class drugs orally during 
tooth development (second and third trimesters of pregnancy, infancy, and 
childhood up to the age of 8 years) may cause permanent discoloration of 
the teeth (yellow-gray-brown).  This adverse reaction is more common during  
long-term oral use of the tetracycline but has been observed following 
repeated short-term courses.  Enamel hypoplasia has also been reported with 
oral tetracycline drugs.  Use of tetracycline drugs is not recommended during 
tooth development. 

•  Inhibition of Bone Growth: All tetracyclines form a stable calcium complex in 
any bone-forming tissue. A decrease in fibula growth rate has been observed 
in premature human infants given oral tetracycline in doses of 25 mg/kg 
every 6 hours.  This reaction was shown to be reversible when the drug was 
discontinued.  Results of animal studies indicate that oral tetracyclines cross 
the placenta, are found in fetal tissues, and can cause retardation of skeletal 
development on the developing fetus. Evidence of embryotoxicity has been 
noted in animals treated orally early in pregnancy.

•  Clostridioides difficile Associated Diarrhea: Clostridioides difficile associated 
diarrhea (CDAD) has been reported with nearly all antibacterial agents, 
including oral minocycline, and may range in severity from mild diarrhea to 
fatal colitis. Treatment with antibacterial agents alters the normal flora of the 
colon leading to overgrowth of C. difficile. C. difficile produces toxins A and B 
which contribute to the development of CDAD. Hypertoxin producing strains 
of C. difficile cause increased morbidity and mortality, as these infections can 
be refractory to antimicrobial therapy and may require colectomy. CDAD must 
be considered in all patients who present with diarrhea following antibiotic 
use. Careful medical history is necessary since CDAD has been reported to 
occur over two months after the administration of antibacterial agents. If CDAD 
is suspected or confirmed, antibiotic use not directed against C. difficile may 
need to be discontinued. Appropriate fluid and electrolyte management, protein 
supplementation, antibiotic treatment of C. difficile, and surgical evaluation 
should be instituted as clinically indicated.

•  Hepatotoxicity: Post-marketing cases of serious liver injury, including 
irreversible drug-induced hepatitis and fulminant hepatic failure (sometimes 
fatal) have been reported with oral minocycline use.

•  Metabolic Effects: The anti-anabolic action of the tetracyclines may cause an 
increase in blood urea nitrogen (BUN). In patients with significantly impaired 
function, higher serum levels of tetracycline-class drugs may lead to azotemia, 
hyperphosphatemia, and acidosis. If renal impairment exists, recommended 
oral or parenteral doses may lead to excessive systemic accumulations of 
the drug and possible liver toxicity. Under such conditions, adjust the dose 
downward, and if therapy is prolonged, serum level determinations of the drug 
may be advisable.

•  Central Nervous System Effects: Central nervous system side effects 
including light-headedness, dizziness or vertigo have been reported with 
oral minocycline therapy. Patients who experience these symptoms should 
be cautioned about driving vehicles or using hazardous machinery while on 
minocycline therapy. These symptoms may disappear during therapy and may 
disappear when the drug is discontinued.

•  Intracranial Hypertension: Intracranial hypertension has been associated 
with the use of tetracycline-class drugs. Clinical manifestations of intracranial 
hypertension include headache, blurred vision, diplopia and vision loss; 
papilledema can be found on fundoscopy. Women of childbearing age who are 
overweight or have a history of IH are at a greater risk for developing intracranial 
hypertension. Patients should be questioned for visual disturbances prior to 
initiation of treatment with tetracyclines. Concomitant use of isotretinoin and 
tetracycline should be avoided because isotretinoin, a systemic retinoid, is also 
known to cause intracranial hypertension. Although intracranial hypertension 
typically resolves after discontinuation of treatment, the possibility for 
permanent visual loss exists. If visual disturbance occurs during treatment, 
prompt ophthalmologic evaluation is warranted. Because intracranial pressure 
can remain elevated for weeks after drug cessation, patients should be 
monitored until they stabilize.

•  Autoimmune Syndromes: Tetracyclines have been associated with the 
development of autoimmune syndromes. The long-term use of oral minocycline 
has been associated with drug-induced lupus-like syndrome, autoimmune 
hepatitis and vasculitis. Sporadic cases of serum sickness have presented 
shortly after oral minocycline use. Symptoms may be manifested by fever, rash, 
arthralgia, and malaise. In symptomatic patients, immediately discontinue the 
use of all tetracycline-class drugs, including ZILXI.

•  Photosensitivity: Photosensitivity manifested by an exaggerated sunburn 
reaction has been observed in some individuals taking oral tetracyclines; this 
reaction has been reported less frequently with minocycline. Although ZILXI did 
not induce phototoxicity or photoallergic responses in human dermal safety 
studies, patients should minimize or avoid exposure to natural or artificial 
sunlight (tanning beds or UVA/B treatment) while using minocycline. If patients 
need to be outdoors while using ZILXI, they should wear loose-fitting clothes 
that protect skin from sun exposure and discuss other sun protection measures 
with their physician.  Advise patients to discontinue treatment with ZILXI at the 
first evidence of sunburn.

•  Serious Skin/Hypersensitivity Reaction: Cases of anaphylaxis, serious skin 
reactions (e.g. Stevens Johnson syndrome), erythema multiforme, and drug 
reaction with eosinophilia and systemic symptoms (DRESS) syndrome have 
been reported postmarketing with oral minocycline use. DRESS syndrome 
consists of cutaneous reaction (such as rash or exfoliative dermatitis), 
eosinophilia, and one or more of the following visceral complications such 
as: hepatitis, pneumonitis, nephritis, myocarditis, and pericarditis. Fever and 
lymphadenopathy may be present. In some cases, death has been reported 
with oral minocycline use. If this syndrome is recognized, discontinue ZILXI 
immediately.

•  Tissue Hyperpigmentation: Oral tetracyclines are known to cause 
hyperpigmentation. Tetracycline therapy may induce hyperpigmentation in 
many organs, including nails, bone, skin, eyes, thyroid, visceral tissue, oral 
cavity (teeth, mucosa, alveolar bone), sclerae and heart valves. Skin and oral 
pigmentation has been reported to occur independently of time or amount of 
drug administration, whereas other tissue pigmentation has been reported 
to occur upon prolonged administration. Skin pigmentation includes diffuse 
pigmentation as well as pigmentation over sites of scars or injury.

•  Development of Drug-Resistant Bacteria: ZILXI has not been evaluated in the 
treatment of infections. Bacterial resistance to the tetracyclines may develop 
in patients using ZILXI, therefore, the susceptibility of bacteria associated with 
infection should be considered in selecting antimicrobial therapy. Because of 
the potential for drug-resistant bacteria to develop during the use of ZILXI, it 
should be used only as indicated.

•  Superinfection/Potential for Microbial Overgrowth: Use of ZILXI may result 
in overgrowth of non-susceptible organisms, including fungi. If superinfection 
occurs, discontinue ZILXI and institute appropriate therapy.

ADVERSE REACTIONS
•  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 to rates in the clinical trials of another drug 
and may not reflect the rates observed in practice. In three (two Phase 3 and 
one Phase 2) multicenter, randomized, double-blind, vehicle-controlled trials, 
adult subjects applied ZILXI or vehicle once daily for 12 weeks. A total of 1,087 
subjects were treated with ZILXI and 591 with vehicle. The majority of subjects 
were White (97%) and female (70%). Approximately 67% were non-Hispanic/
Latino. The mean age was 50.0 years and ages ranged from 18 to 86 years.

•  The most common adverse reaction reported by ≥1% of subjects treated with 
ZILXI and more frequently than in subjects treated with vehicle was diarrhea 
(1% vs. 0%), respectively.

•  During the two Phase 3 trials, local tolerability evaluations were conducted at 
each study visit by assessment of erythema, telangiectasia, burning/stinging, 
flushing/blushing, dryness, itching, peeling and hyper-pigmentation. Subjects 
treated with ZILXI had improved local tolerability signs and symptoms at Week 
12 when compared with corresponding baseline values. These occurred at a 
similar frequency and severity as subjects treated with the vehicle component 
of ZILXI. The local tolerance assessments in ZILXI patients (N = 1,008, of 
which 897 had local tolerability assessments at week 12) by incidence rate 
(%) and severity grade were as follows (mild, moderate, severe): erythema 
(36.2%, 18.3%, 0.7%), Telangiectasia (61.0%, 18.8%, 0%), burning/stinging 
(13.3%, 2.8%, 0%), flushing/blushing (39.0%, 9.6%, 0.9%), dryness (23.9%, 
4.0%, 0.1%), itching (20.0%, 3.3%, 0%), skin peeling (16.1%, 1.9%, 0.1%), 
and hyperpigmentation (22.5%, 2.8%, 0%). Hyperpigmentation was most 
frequently assessed as characteristic of inflammatory and post-inflammatory 
changes associated with inflammatory lesions of rosacea. In a 40-week 
open-label extension safety study (for a total of up to 52 weeks of treatment) 
[NCT03276936], frequency and severity of local tolerability signs and symptoms 
at Week 52 were comparable to those reported at Week 12.

DRUG INTERACTIONS
•  Anticoagulants: Because tetracyclines have been shown to depress plasma 

prothrombin activity, patients who are on anticoagulant therapy may require 
downward adjustment of their anticoagulant dosage.

•  Penicillin: Since bacteriostatic drugs may interfere with the bactericidal 
action of penicillin, it is advisable to avoid giving tetracycline-class drugs in 
conjunction with penicillin.

•  Drug/Laboratory Test Interactions: False elevations of urinary catecholamine 
levels may occur due to interference with the fluorescence test.

USE IN SPECIFIC POPULATIONS
•  Pregnancy: Risk Summary: Available data with ZILXI use in pregnant women 

are insufficient to evaluate for a drug-associated risk of major birth defects, 
miscarriage or other adverse maternal or fetal outcomes. Systemic absorption 
of ZILXI in humans is low following once daily topical administration of ZILXI 
under maximal clinical use conditions.  Because of low systemic exposure, it is 
not expected that maternal use of ZILXI will result in significant fetal exposure 
to the drug. Tetracycline-class drugs may cause permanent discoloration of 
teeth and reversible inhibition of bone growth when administered orally during 
pregnancy. Animal reproduction studies were not conducted with ZILXI. In 
animal reproduction studies, oral administration of minocycline administered to 
pregnant rats and rabbits during organogenesis induced skeletal malformations 
in fetuses at systemic exposures of 2,000 and 1,300 times, respectively, the 
maximum recommended human dose (MRHD based on AUC comparison) of 
ZILXI (see Data). The estimated background risk of major birth defects and 
miscarriage for the indicated population is unknown. All pregnancies have a 
background risk of birth defect, loss, or other adverse outcomes. In the U.S. 
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: Results of animal studies indicate that tetracyclines 
cross the placenta, are found in fetal tissues, and can cause retardation of 
skeletal development of the developing fetus. Minocycline induced skeletal 
malformations (bent limb bones) in fetuses when orally administered to 
pregnant rats and rabbits during the period of organogenesis at doses of 
30 mg/kg/day and 100 mg/kg/day, respectively, (2,000 and 1,300 times, 
respectively, the systemic exposure at the MRHD based on AUC comparison). 
Reduced mean fetal body weight was observed when minocycline was orally 
administered to pregnant rats during the period of organogenesis at a dose of 
10 mg/kg/day (680 times the systemic exposure at the MRHD based on AUC 
comparison).

•  Minocycline was assessed for effects on peri- and post-natal development of 
rats in a study that involved oral administration to pregnant rats during the 
period of organogenesis through lactation, at doses of 5, 10, or 50 mg/kg/day. 
In this study, body weight gain was significantly reduced in pregnant females 
that received 50 mg/kg/day (1,700 times the systemic exposure at the MRHD 
based on AUC comparison). No effects of treatment on the duration of the 
gestation period or the number of live pups born per litter were observed. Gross 
external anomalies observed in F1 pups (offspring of animals that received 
oral minocycline) included reduced body size, improperly rotated forelimbs, 
and reduced size of extremities. No effects were observed on the physical 
development, behavior, learning ability, or reproduction of F1 pups, and there 
was no effect on gross appearance of F2 pups (offspring of F1 animals).

•  Lactation: Risk Summary: Tetracycline-class drugs, including minocycline, are 
present in breast milk following oral administration. It is not known whether 
minocycline is present in human milk after topical administration to the nursing 
mother. There are no data on the effects of minocycline on milk production. 
Because of the potential for serious adverse reactions, advise patients that 
breastfeeding is not recommended during treatment with ZILXI.

•  Pediatric Use: The safety and effectiveness of ZILXI for the treatment of 
inflammatory lesions of rosacea have not been evaluated in pediatric patients.

•  Geriatric Use: There were 278 subjects aged 65 or older in the clinical 
trials of ZILXI (16.6% of 1,678 subjects). No overall differences in safety or 
effectiveness were observed between these subjects and younger subjects, and 
other reported clinical experience has not identified differences in responses 
between the elderly and younger patients, but greater sensitivity of some older 
individuals cannot be ruled out.

NONCLINICAL TOXICOLOGY
•  Carcinogenesis, Mutagenesis, Impairment of Fertility: In a carcinogenicity 

study in which minocycline hydrochloride was orally administered to male 
and female rats once daily for up to 104 weeks at dosages up to 200 mg/kg/
day, minocycline hydrochloride was associated in both sexes with follicular 
cell tumors of the thyroid gland, including increased incidences of adenomas, 
carcinomas and the combined incidence of adenomas and carcinomas in males, 
and adenomas and the combined incidence of adenomas and carcinomas in 
females.  In a carcinogenicity study in which minocycline hydrochloride was 
orally administered to male and female mice once daily for up to 104 weeks at 
dosages up to 150 mg/kg/day, exposure to minocycline hydrochloride did not 
result in a significantly increased incidence of neoplasms in either males or 
females. Minocycline was not mutagenic in vitro in a bacterial reverse mutation 
assay (Ames test) or CHO/HGPRT mammalian cell assay in the presence or 
absence of metabolic activation. Minocycline was not clastogenic in vitro using 
human peripheral blood lymphocytes or in vivo in a mouse micronucleus test.

•  Male and female reproductive performance in rats was unaffected by oral doses 
of minocycline of up to 300 mg/kg/day (27,500 times the systemic exposure 
at the MRHD based on AUC comparison). However, oral administration of 
100 or 300 mg/kg/day of minocycline to male rats (10,000 or 27,500 times, 
respectively, the systemic exposure at the MRHD based on AUC comparison), 
adversely affected spermatogenesis. Effects observed at 300 mg/kg/day of oral 
minocycline included a reduced number of sperm cells per gram of epididymis, 
an apparent reduction in the percentage of sperm that were motile, and (at 100 
and 300 mg/kg/day) increased numbers of morphologically abnormal sperm 
cells. Morphological abnormalities observed in sperm samples included absent 
heads, misshapen heads, and abnormal flagella.

•  HANDLING: Allow the can to warm to room temperature before first use. Shake 
can well before use. 

•  WARNING: Flammable. Avoid fire, flame, or smoking during and immediately 
following application.  Contents under pressure.  Do not puncture or incinerate.  
Do not expose to heat or temperatures above 49°C (120°F). 

For more information, including the FDA-approved Prescribing Information, go to 
www.ZILXI.com or call 1-844-375-3673. 

ZILXI is a trademark of an affiliate of VYNE Therapeutics Inc. All other trademarks 
are the properties of their respective owners.

© 2020 VYNE Therapeutics Inc. All rights reserved.
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ZILXI™ (minocycline) topical foam, 1.5%
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION.  
PLEASE SEE FULL PRESCRIBING INFORMATION.

INDICATION
ZILXI is indicated for the treatment of inflammatory lesions of rosacea in adults.

Limitations of Use: This formulation of minocycline has not been evaluated in the 
treatment of infections. To reduce the development of drug-resistant bacteria as 
well as to maintain the effectiveness of other antibacterial drugs, ZILXI should be 
used only as indicated.

CONTRAINDICATIONS
This drug is contraindicated in persons who have shown hypersensitivity to any 
of the tetracyclines or any other ingredients within ZILXI.

WARNINGS AND PRECAUTIONS
•  Flammability: The propellant in ZILXI is flammable. Instruct the patient to 

avoid fire, flame, and smoking during and immediately following application. 
Do not puncture and/or incinerate the containers. Do not expose containers to 
heat and/or store at temperatures above 120°F (49°C).

•  Teratogenic Effects: Minocycline, like other tetracycline-class drugs, may 
inhibit bone growth when administered orally during pregnancy.  Based on 
animal data, when administered orally, tetracyclines cross the placenta, are 
found in fetal tissues, and can cause skeletal malformation and retardation of 
skeletal development on the developing fetus. 

•  Tooth Discoloration: The use of tetracycline class drugs orally during 
tooth development (second and third trimesters of pregnancy, infancy, and 
childhood up to the age of 8 years) may cause permanent discoloration of 
the teeth (yellow-gray-brown).  This adverse reaction is more common during  
long-term oral use of the tetracycline but has been observed following 
repeated short-term courses.  Enamel hypoplasia has also been reported with 
oral tetracycline drugs.  Use of tetracycline drugs is not recommended during 
tooth development. 

•  Inhibition of Bone Growth: All tetracyclines form a stable calcium complex in 
any bone-forming tissue. A decrease in fibula growth rate has been observed 
in premature human infants given oral tetracycline in doses of 25 mg/kg 
every 6 hours.  This reaction was shown to be reversible when the drug was 
discontinued.  Results of animal studies indicate that oral tetracyclines cross 
the placenta, are found in fetal tissues, and can cause retardation of skeletal 
development on the developing fetus. Evidence of embryotoxicity has been 
noted in animals treated orally early in pregnancy.

•  Clostridioides difficile Associated Diarrhea: Clostridioides difficile associated 
diarrhea (CDAD) has been reported with nearly all antibacterial agents, 
including oral minocycline, and may range in severity from mild diarrhea to 
fatal colitis. Treatment with antibacterial agents alters the normal flora of the 
colon leading to overgrowth of C. difficile. C. difficile produces toxins A and B 
which contribute to the development of CDAD. Hypertoxin producing strains 
of C. difficile cause increased morbidity and mortality, as these infections can 
be refractory to antimicrobial therapy and may require colectomy. CDAD must 
be considered in all patients who present with diarrhea following antibiotic 
use. Careful medical history is necessary since CDAD has been reported to 
occur over two months after the administration of antibacterial agents. If CDAD 
is suspected or confirmed, antibiotic use not directed against C. difficile may 
need to be discontinued. Appropriate fluid and electrolyte management, protein 
supplementation, antibiotic treatment of C. difficile, and surgical evaluation 
should be instituted as clinically indicated.

•  Hepatotoxicity: Post-marketing cases of serious liver injury, including 
irreversible drug-induced hepatitis and fulminant hepatic failure (sometimes 
fatal) have been reported with oral minocycline use.

•  Metabolic Effects: The anti-anabolic action of the tetracyclines may cause an 
increase in blood urea nitrogen (BUN). In patients with significantly impaired 
function, higher serum levels of tetracycline-class drugs may lead to azotemia, 
hyperphosphatemia, and acidosis. If renal impairment exists, recommended 
oral or parenteral doses may lead to excessive systemic accumulations of 
the drug and possible liver toxicity. Under such conditions, adjust the dose 
downward, and if therapy is prolonged, serum level determinations of the drug 
may be advisable.

•  Central Nervous System Effects: Central nervous system side effects 
including light-headedness, dizziness or vertigo have been reported with 
oral minocycline therapy. Patients who experience these symptoms should 
be cautioned about driving vehicles or using hazardous machinery while on 
minocycline therapy. These symptoms may disappear during therapy and may 
disappear when the drug is discontinued.

•  Intracranial Hypertension: Intracranial hypertension has been associated 
with the use of tetracycline-class drugs. Clinical manifestations of intracranial 
hypertension include headache, blurred vision, diplopia and vision loss; 
papilledema can be found on fundoscopy. Women of childbearing age who are 
overweight or have a history of IH are at a greater risk for developing intracranial 
hypertension. Patients should be questioned for visual disturbances prior to 
initiation of treatment with tetracyclines. Concomitant use of isotretinoin and 
tetracycline should be avoided because isotretinoin, a systemic retinoid, is also 
known to cause intracranial hypertension. Although intracranial hypertension 
typically resolves after discontinuation of treatment, the possibility for 
permanent visual loss exists. If visual disturbance occurs during treatment, 
prompt ophthalmologic evaluation is warranted. Because intracranial pressure 
can remain elevated for weeks after drug cessation, patients should be 
monitored until they stabilize.

•  Autoimmune Syndromes: Tetracyclines have been associated with the 
development of autoimmune syndromes. The long-term use of oral minocycline 
has been associated with drug-induced lupus-like syndrome, autoimmune 
hepatitis and vasculitis. Sporadic cases of serum sickness have presented 
shortly after oral minocycline use. Symptoms may be manifested by fever, rash, 
arthralgia, and malaise. In symptomatic patients, immediately discontinue the 
use of all tetracycline-class drugs, including ZILXI.

•  Photosensitivity: Photosensitivity manifested by an exaggerated sunburn 
reaction has been observed in some individuals taking oral tetracyclines; this 
reaction has been reported less frequently with minocycline. Although ZILXI did 
not induce phototoxicity or photoallergic responses in human dermal safety 
studies, patients should minimize or avoid exposure to natural or artificial 
sunlight (tanning beds or UVA/B treatment) while using minocycline. If patients 
need to be outdoors while using ZILXI, they should wear loose-fitting clothes 
that protect skin from sun exposure and discuss other sun protection measures 
with their physician.  Advise patients to discontinue treatment with ZILXI at the 
first evidence of sunburn.

•  Serious Skin/Hypersensitivity Reaction: Cases of anaphylaxis, serious skin 
reactions (e.g. Stevens Johnson syndrome), erythema multiforme, and drug 
reaction with eosinophilia and systemic symptoms (DRESS) syndrome have 
been reported postmarketing with oral minocycline use. DRESS syndrome 
consists of cutaneous reaction (such as rash or exfoliative dermatitis), 
eosinophilia, and one or more of the following visceral complications such 
as: hepatitis, pneumonitis, nephritis, myocarditis, and pericarditis. Fever and 
lymphadenopathy may be present. In some cases, death has been reported 
with oral minocycline use. If this syndrome is recognized, discontinue ZILXI 
immediately.

•  Tissue Hyperpigmentation: Oral tetracyclines are known to cause 
hyperpigmentation. Tetracycline therapy may induce hyperpigmentation in 
many organs, including nails, bone, skin, eyes, thyroid, visceral tissue, oral 
cavity (teeth, mucosa, alveolar bone), sclerae and heart valves. Skin and oral 
pigmentation has been reported to occur independently of time or amount of 
drug administration, whereas other tissue pigmentation has been reported 
to occur upon prolonged administration. Skin pigmentation includes diffuse 
pigmentation as well as pigmentation over sites of scars or injury.

•  Development of Drug-Resistant Bacteria: ZILXI has not been evaluated in the 
treatment of infections. Bacterial resistance to the tetracyclines may develop 
in patients using ZILXI, therefore, the susceptibility of bacteria associated with 
infection should be considered in selecting antimicrobial therapy. Because of 
the potential for drug-resistant bacteria to develop during the use of ZILXI, it 
should be used only as indicated.

•  Superinfection/Potential for Microbial Overgrowth: Use of ZILXI may result 
in overgrowth of non-susceptible organisms, including fungi. If superinfection 
occurs, discontinue ZILXI and institute appropriate therapy.

ADVERSE REACTIONS
•  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 to rates in the clinical trials of another drug 
and may not reflect the rates observed in practice. In three (two Phase 3 and 
one Phase 2) multicenter, randomized, double-blind, vehicle-controlled trials, 
adult subjects applied ZILXI or vehicle once daily for 12 weeks. A total of 1,087 
subjects were treated with ZILXI and 591 with vehicle. The majority of subjects 
were White (97%) and female (70%). Approximately 67% were non-Hispanic/
Latino. The mean age was 50.0 years and ages ranged from 18 to 86 years.

•  The most common adverse reaction reported by ≥1% of subjects treated with 
ZILXI and more frequently than in subjects treated with vehicle was diarrhea 
(1% vs. 0%), respectively.

•  During the two Phase 3 trials, local tolerability evaluations were conducted at 
each study visit by assessment of erythema, telangiectasia, burning/stinging, 
flushing/blushing, dryness, itching, peeling and hyper-pigmentation. Subjects 
treated with ZILXI had improved local tolerability signs and symptoms at Week 
12 when compared with corresponding baseline values. These occurred at a 
similar frequency and severity as subjects treated with the vehicle component 
of ZILXI. The local tolerance assessments in ZILXI patients (N = 1,008, of 
which 897 had local tolerability assessments at week 12) by incidence rate 
(%) and severity grade were as follows (mild, moderate, severe): erythema 
(36.2%, 18.3%, 0.7%), Telangiectasia (61.0%, 18.8%, 0%), burning/stinging 
(13.3%, 2.8%, 0%), flushing/blushing (39.0%, 9.6%, 0.9%), dryness (23.9%, 
4.0%, 0.1%), itching (20.0%, 3.3%, 0%), skin peeling (16.1%, 1.9%, 0.1%), 
and hyperpigmentation (22.5%, 2.8%, 0%). Hyperpigmentation was most 
frequently assessed as characteristic of inflammatory and post-inflammatory 
changes associated with inflammatory lesions of rosacea. In a 40-week 
open-label extension safety study (for a total of up to 52 weeks of treatment) 
[NCT03276936], frequency and severity of local tolerability signs and symptoms 
at Week 52 were comparable to those reported at Week 12.

DRUG INTERACTIONS
•  Anticoagulants: Because tetracyclines have been shown to depress plasma 

prothrombin activity, patients who are on anticoagulant therapy may require 
downward adjustment of their anticoagulant dosage.

•  Penicillin: Since bacteriostatic drugs may interfere with the bactericidal 
action of penicillin, it is advisable to avoid giving tetracycline-class drugs in 
conjunction with penicillin.

•  Drug/Laboratory Test Interactions: False elevations of urinary catecholamine 
levels may occur due to interference with the fluorescence test.

USE IN SPECIFIC POPULATIONS
•  Pregnancy: Risk Summary: Available data with ZILXI use in pregnant women 

are insufficient to evaluate for a drug-associated risk of major birth defects, 
miscarriage or other adverse maternal or fetal outcomes. Systemic absorption 
of ZILXI in humans is low following once daily topical administration of ZILXI 
under maximal clinical use conditions.  Because of low systemic exposure, it is 
not expected that maternal use of ZILXI will result in significant fetal exposure 
to the drug. Tetracycline-class drugs may cause permanent discoloration of 
teeth and reversible inhibition of bone growth when administered orally during 
pregnancy. Animal reproduction studies were not conducted with ZILXI. In 
animal reproduction studies, oral administration of minocycline administered to 
pregnant rats and rabbits during organogenesis induced skeletal malformations 
in fetuses at systemic exposures of 2,000 and 1,300 times, respectively, the 
maximum recommended human dose (MRHD based on AUC comparison) of 
ZILXI (see Data). The estimated background risk of major birth defects and 
miscarriage for the indicated population is unknown. All pregnancies have a 
background risk of birth defect, loss, or other adverse outcomes. In the U.S. 
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: Results of animal studies indicate that tetracyclines 
cross the placenta, are found in fetal tissues, and can cause retardation of 
skeletal development of the developing fetus. Minocycline induced skeletal 
malformations (bent limb bones) in fetuses when orally administered to 
pregnant rats and rabbits during the period of organogenesis at doses of 
30 mg/kg/day and 100 mg/kg/day, respectively, (2,000 and 1,300 times, 
respectively, the systemic exposure at the MRHD based on AUC comparison). 
Reduced mean fetal body weight was observed when minocycline was orally 
administered to pregnant rats during the period of organogenesis at a dose of 
10 mg/kg/day (680 times the systemic exposure at the MRHD based on AUC 
comparison).

•  Minocycline was assessed for effects on peri- and post-natal development of 
rats in a study that involved oral administration to pregnant rats during the 
period of organogenesis through lactation, at doses of 5, 10, or 50 mg/kg/day. 
In this study, body weight gain was significantly reduced in pregnant females 
that received 50 mg/kg/day (1,700 times the systemic exposure at the MRHD 
based on AUC comparison). No effects of treatment on the duration of the 
gestation period or the number of live pups born per litter were observed. Gross 
external anomalies observed in F1 pups (offspring of animals that received 
oral minocycline) included reduced body size, improperly rotated forelimbs, 
and reduced size of extremities. No effects were observed on the physical 
development, behavior, learning ability, or reproduction of F1 pups, and there 
was no effect on gross appearance of F2 pups (offspring of F1 animals).

•  Lactation: Risk Summary: Tetracycline-class drugs, including minocycline, are 
present in breast milk following oral administration. It is not known whether 
minocycline is present in human milk after topical administration to the nursing 
mother. There are no data on the effects of minocycline on milk production. 
Because of the potential for serious adverse reactions, advise patients that 
breastfeeding is not recommended during treatment with ZILXI.

•  Pediatric Use: The safety and effectiveness of ZILXI for the treatment of 
inflammatory lesions of rosacea have not been evaluated in pediatric patients.

•  Geriatric Use: There were 278 subjects aged 65 or older in the clinical 
trials of ZILXI (16.6% of 1,678 subjects). No overall differences in safety or 
effectiveness were observed between these subjects and younger subjects, and 
other reported clinical experience has not identified differences in responses 
between the elderly and younger patients, but greater sensitivity of some older 
individuals cannot be ruled out.

NONCLINICAL TOXICOLOGY
•  Carcinogenesis, Mutagenesis, Impairment of Fertility: In a carcinogenicity 

study in which minocycline hydrochloride was orally administered to male 
and female rats once daily for up to 104 weeks at dosages up to 200 mg/kg/
day, minocycline hydrochloride was associated in both sexes with follicular 
cell tumors of the thyroid gland, including increased incidences of adenomas, 
carcinomas and the combined incidence of adenomas and carcinomas in males, 
and adenomas and the combined incidence of adenomas and carcinomas in 
females.  In a carcinogenicity study in which minocycline hydrochloride was 
orally administered to male and female mice once daily for up to 104 weeks at 
dosages up to 150 mg/kg/day, exposure to minocycline hydrochloride did not 
result in a significantly increased incidence of neoplasms in either males or 
females. Minocycline was not mutagenic in vitro in a bacterial reverse mutation 
assay (Ames test) or CHO/HGPRT mammalian cell assay in the presence or 
absence of metabolic activation. Minocycline was not clastogenic in vitro using 
human peripheral blood lymphocytes or in vivo in a mouse micronucleus test.

•  Male and female reproductive performance in rats was unaffected by oral doses 
of minocycline of up to 300 mg/kg/day (27,500 times the systemic exposure 
at the MRHD based on AUC comparison). However, oral administration of 
100 or 300 mg/kg/day of minocycline to male rats (10,000 or 27,500 times, 
respectively, the systemic exposure at the MRHD based on AUC comparison), 
adversely affected spermatogenesis. Effects observed at 300 mg/kg/day of oral 
minocycline included a reduced number of sperm cells per gram of epididymis, 
an apparent reduction in the percentage of sperm that were motile, and (at 100 
and 300 mg/kg/day) increased numbers of morphologically abnormal sperm 
cells. Morphological abnormalities observed in sperm samples included absent 
heads, misshapen heads, and abnormal flagella.

•  HANDLING: Allow the can to warm to room temperature before first use. Shake 
can well before use. 

•  WARNING: Flammable. Avoid fire, flame, or smoking during and immediately 
following application.  Contents under pressure.  Do not puncture or incinerate.  
Do not expose to heat or temperatures above 49°C (120°F). 

For more information, including the FDA-approved Prescribing Information, go to 
www.ZILXI.com or call 1-844-375-3673. 

ZILXI is a trademark of an affiliate of VYNE Therapeutics Inc. All other trademarks 
are the properties of their respective owners.

© 2020 VYNE Therapeutics Inc. All rights reserved.
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Quick TAKES

skin cancer
Further research is needed in immune-
compromised patients and for 
keratinocyte carcinoma prevention.

Two recommendations were 
in favor of combination 
treatment, 2 were against it.

The work group recommended that patients use UV 
protection, such as broad-spectrum sunscreen, and 
also avoid the sun and wear sun-protective clothing.

AAD Work Group Issues 
Guidelines for Managing 
Actinic Keratosis
LINDA STOCUM | Assistant Editor

I n April, a multidisciplinary work group 
published new guidelines in the Journal of 
the American Academy of Dermatology for 
the management of actinic keratosis (AK).

The group’s goal was to analyze the current 
reports of management of AK and provide rec-
ommendations for treating patients with the 
condition. 

The investigators worked to address 5 
questions: 
1.  What are the efficacy, effectiveness, and adverse 

effects (AEs) of surgical and chemical peel 
treatments for AK? 

2.  What are the efficacy, effectiveness, and AEs of 
topically applied agents for AK? 

3.  What are the efficacy, effectiveness, and AEs of 
energy devices and other miscellaneous treat-
ments for AK? 

4.  What are the efficacy, effectiveness, and AEs of 
combination therapy for the treatment of AK? 

5.  What are the special considerations to be taken 
when treating AK in immunocompromised 
individuals? 
The work group used the Grading of Recom-

mendations Assessment, Development, and Eval-
uation (GRADE) approach to assess the quality 
of the evidence to formulate and grade clinical 
recommendations. The population of the rand-
omized controlled trials (RCTs) included in the 
decision-making were adults 18 years or older 
with a clinical or histopathologic diagnosis of AK 
treated with standard approved treatments that 

are regularly used in the United States. 
Current treatment options for AK includ top-

ical creams, gels, and solutions; cryosurgery; 
and photodynamic therapy (PDT). The RCTs 
demonstrated sunscreen use to prevent UV expo-
sure results in a small reduction in AK incidence 
and development. 

The work group recommended that individ-
uals use UV protection, such as broad-spectrum 
sunscreen; avoid the sun and wear sun-protective 
clothing. 

Using topical creams, gels, and solutions 
for the management of AK is common practice. 
Based on current literature, there was support for 
a strong treatment recommendation with either 
5-fluorouracil (5-FU) or imiquimod. The deci-
sion for the 5-FU was based on multiple trials, 
including a field treatment of 5% 5-FU twice a 
day for 4 weeks compared with placebo. After 
6 months, skin clearance was 38% for 5-FU and 
17% for placebo. In 4 other placebo-controlled 
studies, a dose of .05% of 5-FU was evaluated for 
safety and efficacy. These studies suggested the 
lower dose may be more effective than placebo 
for treatment. These 2 studies provided skin irri-
tation data on treatment with 0.5% f-FU/salicylic 
acid (a combination topical). 

For imiquimod, 12 randomized, placebo-con-
trolled studies on the efficacy and safety of the 
treatment were reviewed. Multiple concentra-
tions of imiquimod were examined, including 
5%, 3.75%, and 2.5%, with the efficacy of each 

in question. 
For the 5% dose, 8 trials were considered 

with a clearance rate average of 29.3% with the 
topical being applied 2 or 3 times a week for 1 
or 2 treatment courses. The 3.75% dose applied 
daily between 2 periods of 3 weeks with a break 
of 3 weeks between treatments reported com-
plete clearance rates of 34% for imiquimod treated 
patients and 5.5% for placebo. Another study with 
imiquimod applied daily for 2 weeks followed by 
a 2-week break and 2 weeks on again saw clear-
ance rates of 35.6%.

Efficacy and safety of the 2.5% concentration 
were studied in 3 trials. When applied daily for 
2-week periods with a 2 week break inbetween, 
this concentration had complete clearance rates 
of 30.6% and 33.3% at 14-weeks and 12 months, 
respectively. The longer treatment studies, in 
which imiquimod was applied daily for 2 peri-
ods of 3 weeks with a break of 3 weeks between, 
reported complete clearance rates of 25% and 
43.2% at 17 weeks and 12 months. 

The main adverse event (AE) was severe local 
skin reactions occurring in 41.5% of patients 
receiving 42 doses of 2.5% imiquimod. Inf lu-
ential-like illness was reported in 3.7% of these 
patients. 

Use of 5-FU in combination therapy with cal-
cipotriene needs greater study data before the work 
group can determine guidance. Conditionally, 
they recommended the use of diclofenac because 

MANAGING ACTINIC KERATOSIS CONTINUES ON PAGE 46�
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skin cancer

} Managing Actinic Keratosis FROM PAGE 44

it has a lower quality of evidence. There is no recom-
mendation for the use of ingenol mebutate as treat-
ment for AK. Tirbanibulin (Klisyri) was approved 
as treatment for AK on the face and scalp by the FDA 
after the analysis was complete. 

Cryosurgery is also strongly recommended 
as a treatment for AK. It has been reported to 
clear between 57% and 98% of AK after follow-up 
between 3 months to 8 and a half years. The rates of 
clearance changed based on the freeze times. A dura-
tion of 5 seconds had a rate of 39%, 5 to 20 seconds 
had a 69% rate, and more than 20 seconds achieved 
a 83% rate. The AEs during and after treatment were 
discomfort and dyschromia. 

PDT with 5-aminolevulinic acid (ALA)–red 
light data was considered over 4 studies. In the 
studies, investigators used the 10% ALA gel and 
found it was more effective than placebo for lesion 
reduction, complete AK clearance, and prevention 
of carcinoma development. The overall quality 
of evidence was low. The work group also con-
ditionally recommended treatment with ALA–
red light PDT over 35% trichloroacetic acid peel 
for AK management. 

ALA–blue light PDT achieved better benefits 
than placebo in complete clearance, partial clear-
ance, lesion reduction, and prevention of carci-
noma development, results showed. “At week 8, 
pooled data suggest that 82.2% of AKs treated with 
1 course of ALA–blue light PDT cleared from base-
line compared with 28.8% treated with placebo-blue 
light PDT,” the authors wrote. “An additional study 
reports that 8 weeks after 1 treatment, a greater pro-
portion of participants receiving ALA–blue light 
PDT achieved complete clearance and partial clear-
ance compared [with] participants receiving place-
bo-blue light PDT.” 

AEs included erythema, edema, stinging, and 
burning at the treatment site. With this in mind, the 
work group conditionally recommended ALA–blue 
light PDT as a treatment for AK and against pretreat-
ment with alpha hydroxy acid solution before. This 
was based on low-quality evidence. 

The authors compared liquid nitrogen with red 
light PDT to 8-mg ALA patches for managing mild 
to moderate AK. At 12 weeks after treatment, there 
were fewer case of AK cleared, and clearance rates 
were lower from cryosurgery vs ALA–patch PDT 
from baseline. Based on this, the work group condi-
tionally recommended ALA- patch PDT over cryo-
surgery for managing AK. 

For combination therapy, there were 5 recom-
mendations. Two studies investigated the use of 5-FU 
and cryosurgery together. One of the studies looked at 
a 1-week pretreatment of 0.5% of 5-FU cream before 
cryosurgery. This saw a small improvement in treat-
ment, and the extent of benefit from repeated cycles of 
the therapies dissipated compared with cryosurgery 
alone. There were nonsignificant differences in AEs 
after the first combination treatment cycle. 
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1 The work group recommended the 
combine 5-FU cream and cryosurgery 

conditionally over cryosurgery alone. 
Studies compared the use of imiquimod in 
3.75% or 5% concentrations after cryosurgery 
to cryosurgery with placebo, and all study out-
comes supported combined treatment over 
cryosurgery alone. Rates of complete clearance 

were 22.6% in patients treated with a combi-
nation of 5% imiquimod and cryosurgery com-
pared with approximately 9% in patients treated 
with placebo cream and cryosurgery, 22 weeks 
after treatment. Patients in the 3.75% imiqui-
mod treatment arm in combination with cry-
osurgery had a rate of complete clearance at 
26 weeks after treatment of 30.2% compared 
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skin cancer

with 3.3% for placebo. These patients had 
increased rates of AEs compared with placebo. 

2 The group conditionally recommended 
imiquimod and cryotherapy combina-

tion therapy over cryotherapy alone. 
There was a multicenter, open-label study that 
investigated the efficacy and safety of topical 
diclofenac sodium (DFS) after cryosurgery 

to maximize the complete clearance of AK. A 
study investigated patients 90 days after cryo-
surgery treatment. They were randomized to 
receive either 3% DFS topical or cryosurgery 
by itself. The DFS treatment arm had a higher 
complete clearance rate (45.9%) vs cryosurgery 
alone (20.9%). The discontinuation rate was 
much higher in combination therapy at 8.4% 
compared with the cryosurgery alone at 1.2%. 
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3 The group conditionally  
recommended against combination  

of diclofenac and cryosurgery. 
Another therapy combination examined was the 
use of adapalene gel and cryosurgery. A rand-
omized, comparative study investigated the effec-
tiveness of the daily application of 0.1% adapalene 
gel for 90 days starting 10 days after cryosurgery 
for AK lesion reduction. 

The work group considered the addition of a 
90-day topical diclofenac treatment to represent 
a burden likely to diminish treatment value for 
patients, given the modest increase in clearance 
reported with the combined use of diclofenac and 
cryosurgery.

“The mean baseline number of AKs in the cry-
osurgery plus adapalene gel group was 7.54 ± 3.66, 
compared with 7.20 ± 3.60 for the cryosurgery plus 
placebo group,” the work group wrote. “The mean 
number of lesions was reduced to 3.44 ± 2.71 (per-
cent change from baseline -54.79 ± 3.8%) in the 
adapalene group and 3.68 ± 2.97 (percent change 
from baseline -48.60 ± 4.5%) in the placebo group.”

4 The group conditionally recommended 
against the use of adapalene gel in addi-

tion to cryosurgery for the treatment of AK. 
The combined treatment of 5% imiquimod cream 
after ALA–blue light PDT was studied. Follow-
ing 2 months of 2 cycles of ALA blue light PDT 
treatment, imiquimod was used as twice-weekly 
therapy for 16 weeks and was studied in a split-face 
fashion, with half of the face randomized to placebo 
cream and the other side to 5% imiquimod. There 
was a small significant increase in lesion reduction 
in the imiquimod-treated side. 

The reduction in lesions at 12 months was 
89.9% on the imiquimod-treated side and 74.5% 
on the placebo side, but there was no difference in 
rates of complete clearance between sides or AEs. 

5 The work group conditionally recom-
mended against the use of imiqui-

mod topically after ALA–blue light PDT be-
cause treatment would add cost and patient 
burden.  
Further research is needed in immune-compro-
mised patients and for keratinocyte carcinoma 
prevention. 

“These guidelines will be considered current 
for a period of 5 years from the date of publication 
unless reaffirmed, updated, or retired before that 
time,” the authors concluded. 
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Quick TAKES
Injectables can provide a noninvasive fi rst step 
toward feminizing or masculinizing the features.

Most patients have realistic expectations, with 
44% achieving gender ideals with injectables.

“ This [injectable intervention] isn’t the 65-year-old woman 
who comes in complaining of marionette lines or brown spots 
on her face. These are individuals who very deeply know that 

they are in the wrong body.”
Lauren Meshkov Bonati, MD, Colorado

INJECTABLE IMPETUS 
Even modest changes in a transgender, or gen-
der transitioning, patient’s self-perception can 
deliver major quality-of-life (QOL) improve-
ments, said Lauren Meshkov Bonati, MD, a 
dermatologist in private practice at Mountain 
Dermatology with o�  ces in Edwards and Fri-
sco, Colorado.2

“It’s important for us to recognize that gender 
dysphoria is a classi� ed diagnosis in the Diag-
nostic and Statistical Manual of Mental Disorders
[DSM-5],” Meshkov Bonati said. 

Gender dysphoria is categorized as a feeling 
of distress that may occur in those whose gender 
identity di� ers from their sex assigned at birth or 
sex-related physical characteristics, according to 
Mayo Clinic.3

Additionally, 1.4 million Americans self-iden-
tify as transgender, she added.

As with any patient community, caring for 
LGBTQ+/SGM patients requires an understand-
ing of that population’s holistic needs. Derma-
tologists should be cognizant of the fact that sui-
cide rates among transgender individuals greatly 
outpace those in the general population—41% vs 
4.6%, respectively—and that QOL improves for 
transgender people who have undergone transi-
tion, Meshkov Bonati said.4

“What does that mean for a dermatologist 
who’s not performing these types of surgeries?” 
she asked. “We know that there are approaches 
we can use to help the patient achieve a more mas-
culine or feminine appearance. We as cosmetic 
dermatologists can employ an injectable strat-
egy that will enhance masculine or feminine fea-
tures for the purpose of helping relieve the gen-
der incongruity that transgender patients feel.” 

To explore the QOL impact of injectable 
treatments in transgender individuals, Mesh-
kov Bonati and colleagues undertook a pilot 
trial involving 9 patients who had not previously 
undergone injectable treatments. The trial used 

a metric called the Gender Continuum Self-Per-
ception Scale, which enabled patients to pin-
point their gender self-perception before and after 
treatment compared to societal male and female 
ideals.5

“Subjects overall desired to look from 65% 
to 100% more masculine or feminine than they 
did at the moment,” she said.4 “However, 8 of 
9 patients said they would be happy looking 
equally or even less gendered than what they con-
sidered society’s ideal.” 

These patients were realistic in her view, she 
continued. “They didn’t have wild expectations 
of having a brand-new forehead or jawline,” said 
Meshkov Bonati. “They understood that inject-
ables can’t accomplish the dramatic results that 
can be achieved with surgery. So we shouldn’t be 
afraid to treat these patients.”

Post treatment, patients achieved an average 
44% shift toward gender ideals. Three patients 
� ipped their gender perception completely from 
male to female or vice versa. Global Aesthetic 
Improvement Scale and Dermatology Life Qual-
ity Index results mirrored these � ndings. “Most 
patients reported reduced self-consciousness and 
embarrassment,” Meshkov Bonati said.

Even more telling were the patients’ com-
ments, she added. For example, one subject 
reported that friends noticed they were posting 
more frequently on social media. Other patients 
reported feeling more comfortable in gender-  
specific clothing and hairstyles. “One patient 
said, ‘I’m not sure if it’s the treatment itself or just 
knowing that I’m doing something that makes a 
di� erence.’ That’s what this is all about: empow-
ering transgender individuals so that they feel 
more in control of their gender and how they’re 
feeling, improving quality of life, and reducing 
suicidality.”

Because World Professional Association for 
Transgender Health (WPATH) standards of 
care6 fail to address noninvasive or reversible 

gender-a�  rming procedures, a recent paper by 
Waldman et al recommends establishing such 
standards, particularly for transgender teens.7

“It’s an open � eld out there,” Meshkov Bonati 
said. And dermatologists have the opportunity 
to set such standards, which may include allow-
ing mature teens to consent to reversible proce-
dures, she adds.

Untreated gender dysphoria may lead to 
anxiety and depression that persist throughout 
adulthood, Meshkov Bonati noted: “That’s a 
huge burden of disease that could potentially be 
prevented.”

Accordingly, she said, injectable interven-
tions for transgender patients should not be 

 Gender-Diverse Patients FROM PAGE 1

GENDER-DIVERSE PATIENTSCONTINUES ON PAGE 50

clinical insights

B Y  T H E  N U M B E R S

4.6%
PROPORTION of insurance companies that 
covered permanent hair removal without 
restrictions; 

26%
PROPORTION of insurance companies that 
covered only preoperative hair removal for 
genital surgery

28.7%
PROPORTION of insurers that had no policies 
regarding transgender hair removal

Insurance coverage varies widely for 
transgender transitioning procedures.
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viewed as cosmetic. “This isn’t the 65-year-old 
woman who comes in complaining of marionette 
lines or brown spots on her face. These are indi-
viduals who very deeply know that they are in the 
wrong body,” Meshkov Bonati said.

With this in mind, she said, injectable treat-
ments are crucial to patient dignity. “It’s medi-
cally necessary, ethical care that will help ado-
lescents a�  rm who they are,” Meshkov Bonati 
added. If dermatologists do not provide safe, eth-
ical, accessible care, she cautioned that transgen-
der patients will seek treatment elsewhere, some-
times with disastrous results. 

One day, minimally invasive aesthetic       
treatments might be considered part of the     
pretreatment regimen required before gender-               
reassignment surgery, she said, adding, “Perhaps 
injectables are something we can use as a way to 
help the patient dip their toe in and see how it 
feels to start transitioning physically.”

As insurers’ willingness to cover hair removal 
for transgender patients grows, so will dermatol-
ogists’ role in securing coverage, said Erica D. 
Dommasch, MD, MPH,7 a dermatologist at Beth 
Israel Deaconess Medical Center and an assis-
tant professor of dermatology at Harvard Medi-
cal School, both in Boston, Massachusetts.

In a study coauthored by Dommasch, 4.6% 
of 174 policies analyzed covered permanent hair 
removal without restrictions. According to the 
authors, the remaining 166 policies (95.4%) 
broadly excluded or did not mention gender-  
affirming care, prohibited coverage of hair 
removal or did not mention it, or only permit-
ted coverage of hair removal preoperatively for 
genital surgery. Dommasch reported that 26% 
covered only preoperative hair removal for geni-
tal surgery, and 28.7% had no policies regarding 
transgender hair removal.8

The A� ordable Care Act (ACA) marketplace 
policies in states without transgender care pro-
tections were less likely to cover hair removal 
without restrictions than ACA policies in states 
with protections—2 of 85 policies (2.4%) in states 
without transgender care protections vs 5 of 38 
policies (13.2%) in states with transgender care 
protections, and Medicaid policies were less 
likely to cover preoperative or nonsurgical hair 
removal compared with ACA policies—6 of 51 
Medicaid policies (11.8%) vs 47 of 123 ACA pol-
icies (38.2%).

“Anecdotally, [insurance] coverage seems 
to be getting a little better over time,” she said. 
“Many insurance plans will cover permanent hair 
removal preoperatively, especially if they are cov-
ering the gender-a�  rming surgery.” Some insur-

ers may occasionally cover hair removal in aes-
thetic areas such as the face, added Dommasch, 
who also works part time at Fenway Health, a 
Boston-based community health center that spe-
ci� cally serves the LGBTQ+ community.

Laser hair removal (LHR) is FDA approved 
for permanent hair reduction. Additionally, elec-
trolysis is approved for hair removal because it 
reduces the number of hair follicles. The FDA’s 
distinction between permanent hair reduction 
and removal does not mean that electrolysis is 
more e� ective than laser hair removal, said Dom-
masch: “In fact, probably the contrary is true.”

Many transgender patients require presurgi-
cal hair removal to prevent complications such 
as urinary retention and infections after gen-
der-a�  rming surgery (GAS). Phalloplasty, the 
most common type of GAS used in transmascu-
line patients, involves creating a neophallus using 
skin � aps from the medial forearm or anterolat-
eral thigh, both of which may need presurgical 
hair removal.8

Creating a neovagina for transfeminine 
patients typically involves skin from the penile 
shaft or scrotum, the latter of which typically 
requires hair removal. “Areas of the scrotum 
that may be treated include either the midline, if 
using a pedicled scrotal � ap, or entire scrotum, 
for free scrotal skin full-thickness grafts,” Dom-
masch said.

Because patients typically require 6 to 12 
months of hair removal before undergoing GAS, 
she advised that it is crucial for dermatologists to 
con� rm with patients and surgeons which gen-
ital areas and donor sites require treatment long 
before surgery. 

“This can be done via photos or permanent 
ink markings of the sites. Keep in mind that the 
surgeon may want more than 1 site treated—
they may want both forearms or legs treated,” 
she said.”9

“In a recent study, 56% of patients undergo-
ing phalloplasty consults had forearm tattoos.10

If patients choose skin � aps from tattooed areas, 
that means the neophallus is going to have a tat-
too,” Dommasch explained. Additionally, tattoos 
can interfere with LHR: “If patients choose to 
use the forearm site, and they have a tattoo, these 
patients may need electrolysis for these areas.”

Dermatologists serving transgender patients 
must know that securing prior authorizations for 
hair removal will be time-consuming and may 
require dedicated sta� , she said. “Keep trying,” 
she said. “These policies are continually chang-
ing. Insurers are very confused about what they 
should and should not cover in the context of 
gender-a�  rmation surgeries.”

Accordingly, Dommasch recommended 
becoming familiar with policies of the most com-
mon private insurers in the practice’s area—espe-
cially Medicaid—and creating templated prior 
authorization letters tailored to each insurer. 
Where possible, these letters should mirror lan-
guage used in speci� c policies. She added that 
before covering presurgical hair removal, many 
insurers require documenting that patients have 
met all applicable WPATH criteria,5 which are 
extensive.

Regarding billing, she suggested having a 
price list available for all potential hair removal 
sites. “Many insurers will pay a standard per-
centage of the asking price,” Dommasch said, 
while also recommending tracking reimburse-
ment rates so that one can set prices commensu-
rately. “Remember, if you increase your price for 
these patients, you may be increasing the price for 
patients who pay out of pocket,” she said. Der-
matologists may bill permanent hair removal 
with CPT code 17999, unlisted skin procedure, 
which has no standard negotiated price.

“Looking forward, dermatologists are going 
to be very important in ensuring a� ordable, safe 
access to hair removal,” Dommasch said. “We 
need to work closely with policy makers, insur-
ance companies, and other stakeholders. Hope-
fully, down the road we will get designated CPT 
codes for these gender-a�  rming procedures, and 
hair removal as well, which will make everyone’s 
life easier.” 
Disclosures
Meshkov Bonati’s study was funded by Allergan. 

Dommasch reported no relevant confl icts of interest.
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“Many insurance plans will 
cover permanent hair removal 
preoperatively, especially if 
they are covering the gender-
affi rming surgery.”

Erica D. Dommasch, MD, MP
Boston, Massachusetts
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If approved, this would be the first and only 
treatment for repigmentation in vitiligo.

Incyte plans to submit FDA marketing 
applications for patients 12 and older.

Patients treated with ruxolitinib achieved 
increased facial vitiligo improvement.

Ruxolitinib Is Safe, Effective 
for Vitiligo in Adolescents and 
Adults, Study Results Show
MORGAN PETRONELLI | Associate Editor

I ncyte announced positive results from 2 
phase 3 studies investigating the efficacy 
and safety of ruxolitinib cream (Jakafi; 
Incyte) for treatment of vitiligo in patients 

12 years or older, according to a news release.
Ruxolitinib is a Janus kinase (JAK) 1/2 inhib-

itor that is being evaluated for vitiligo and atopic 
dermatitis.

In the 2 phase 3 studies, TRuE-V1 
( N C T 0 4 0 5 2 4 2 5 )  a n d  T R u E - V 2 
(NCT04057573), ruxolitinib cream met its 
primary end point of a proportion of patients 
achieving a greater than 75% improvement 
from baseline in the facial vitiligo area scoring 
index (F-VASI). Results demonstrated that sig-
nificantly more patients treated with ruxolitinib 
cream 1.5% twice daily achieved F-VASI 75 than 
patients treated with vehicle at week 24. Both 
studies also met their secondary end points.

Additionally, the safety profiles for TRuE-V1 
and TRuE-V2 were consistent with previously 
reported outcomes in phase 2 data, with no new 
safety signals being observed. The company 
plans to continue the long-term safety and effi-
cacy portions of the studies, according to the 
news release.

Data from the studies will be submitted for 
publication and presented at an upcoming sci-
entific meeting during the second half of 2021, 
according to Incyte.

“These positive results—the first phase 3 
data to demonstrate significant improvements 
in facial and total body repigmentation—con-
firm the potential of ruxolitinib cream to be 
a meaningful treatment option for individu-
als living with and seeking treatment for their 
vitiligo,” said Jim Lee, MD, group vice pres-
ident of inflammation and autoimmunity at 
Incyte in Wilmington, Delaware. “We look 
forward to working with regulators to bring 
this much-needed treatment option to patients. 
If approved, ruxolitinib cream would be the 
first and only medical treatment for repigmen-
tation in vitiligo.”

Incyte reported it plans to submit marketing 
applications for ruxolitinib cream for patients 
12 years or older to the FDA and European 
Medicines Agency in the second half of 2021. 
Currently, the FDA is reviewing the new drug 
application for ruxolitinib cream for the treat-
ment of atopic dermatitis in patients 12 years 
and older.

“Vitiligo is a chronic immune-mediated skin 
condition that can significantly impact quality 
of life for those living with and [experiencing] 
this disease,” said David Rosmarin, MD, vice 
chair of research and education in the Depart-
ment of Dermatology at Tufts Medical Center 
in Boston, Massachusetts. “As a clinician, I am 
extremely encouraged by the initial findings from 
the TRuE-V program and the potential to have 
ruxolitinib cream as a future topical treatment 
option for patients with vitiligo, who currently 
have limited therapies available that effectively 
and safely address repigmentation.” 
Reference
1  Incyte announces positive results from phase 3 TRuE-V program evalu-

ating ruxolitinib cream in patients with vitiligo. Incyte. News release.  May 
17, 2021. Accessed May 17, 2021. https://www.businesswire.com/news/
home/20210517005235/en/Incyte-Announces-Positive-Results-from-Phase-
3-TRuE-V-Program-Evaluating-Ruxolitinib-Cream-in-Patients-with-Vitiligo
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“ As a clinician, I am extremely encouraged by the initial findings 
from the TRuE-V program and the potential to have ruxolitinib cream 
as a future topical treatment option for patients with vitiligo, who 

currently have limited therapies available that effectively and safely 
address repigmentation.” 

David Rosmarin, MD, Boston, Massachusetts
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THIS FORMULATION USES full-spectrum 
hyaluronic acid of various molecular 
weights to help penetrate every layer of 
the skin for long-term hydration. Farma-
cy’s new serum also quickly smooths fine 
lines. Its ingredients include encapsulat-
ed thyme extract and vegan collagen 
peptide. Additionally, Farmacy donates   
5 meals to Feeding America for every bot-
tle of the serum sold.
FOR MORE INFO farmacybeauty.com

FARMACY FILLING 
GOOD HYALURONIC 
ACID PLUMPING SERUM

A COMBINATION OF 10% pure glycolic acid, 
tranexamic acid, vitamin B5, and lipohydroxy 
acid simultaneously exfoliates and bright-
ens the complexion, and it is safe for sensitive 
skin. la Roche-Posay claims that after 2 weeks 
of use, the skin will look brighter and after 4 
weeks, the appearance of discoloration and 
dark spots will be significantly reduced. 
FOR MORE INFO laroche-posay.us

LA ROCHE-POSAY 
GLYCOLIC B5 10% PURE 
GLYCOLIC ACID SERUM

SPOTMYUV DETECTION stickers 
aim to increase the public’s line 
of defense against sun dam-
age caused by ultraviolent light. 
Created in 2014, the stickers 
are placed onto the skin before 
applying sunscreen. Once sun-
screen is applied on top of the 
sticker, it will turn clear, and 
when it is time to reapply, it will 
turn purple.
FOR MORE INFO spotmyuv.com

SPOTMYUV DETECTION STICKERS

BRIGHTALIVE IS PACKED with key 
ingredients such as tranexamic 
acid, niacinamide, papain, and 
β-glucan to help hydrate, soothe irri-
tation and redness, improve lumi-
nosity, and reduce the appearance 
of dark spots on the skin. The prod-
uct also has ZO Skin Health’s intel-
ligent peptide drone, which is an 
encapsulated peptide that sup-
ports a fast onset of skin brightening 
while minimizing relapse of pigmen-
tation and improving skin clarity. 
FOR MORE INFO zoskinhealth.com

ZO SKIN HEALTH 
BRIGHTALIVE

SKINMEDICA’S new neck 
cream aims to prevent and 
reduce the signs of moderate 
to severe neck aging, includ-
ing sagging, deep wrinkles 
and lines, and crepiness. 
Specifically created to target 
the neck and décolleté, the 
cream consists of rice pro-
tein, peptides, and extracts 
such as lemon balm, green 
microalgae, shitake mush-
room, paracress, knotgrass, 
and dunaliella salina. 
FOR MORE INFO skinmedica.com

SKINMEDICA NECK 
CORRECT CREAM
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CAREERS
NORTH CAROLINA

Well established aesthetic 
surgery practice seeking 
a BC/BE Dermatologist to 

practice in major metropolitan 
area in NC.  Ideal candidate 
would be 100% cosmetic 

focused.  Practice has fully 
accredited on site surgical 

suites.  Candidate will receive 
a competitive compensation 
package, bonuses, benefi ts, 

and vacation. 

Please submit resume and 
communication to: 

cosmeticsurgeryhrdept
@gmail.com

Expert Services for:
Buying or Selling a Practice
Practice Appraisal
Practice Financing
Partner Buy-in or Buy-out

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation
(800) 416-2055

www.TransitionConsultants.com

Reach your  
target audience. 

Our audience.
Contact me today 
to place your ad.

Joanna Shippoli
(440) 891-2615 
jshippoli@mjhlifesciences.com

PRACTICE FOR SALE

YOU MAKE THE 
DECISIONS

WE DO THE
LEGWORK

When you sell your practice to
Integrated Dermatology, you become 

a partner, not an employee.You will 
maintain control over how, when, and

with whom you practice – we take 
care of the back-office, so you can 

focus on your patients.

Learn More: 561-464-5472
theIDadvantage.com

DISCOVER OPTIONS FOR
SELLING YOUR PRACTICE

Visit us at the 2021 AAD Summer
Meeting August 6-7, in Tampa,FL.

Patient Focused. Doctor Driven.

ID_AAD_DermTimes_DrNickGirardi_Ad.pdf   1   6/14/21   6:28 PM
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FOR MORE INFORMATION PLEASE CONTACT: 
Jeffrey J. Miller, MD, MBA
Professor and Chair, Department of Dermatology 
Penn State Health Milton S. Hershey Medical Center 
c/o Nabat Henderson | Physician Recruiter  
nhenderson1@pennstatehealth.psu.edu

Penn State Health is committed to affirmative action, equal opportunity and the diversity of its 
workforce. Equal Opportunity Employer – Minorities/Women/Protected Veterans/Disabled.

Position Highlights:
• Appointment will be at the Assistant or Associate

Professor level
• Join a growing and busy academic practice
• Large primary care referral base
• Highly collaborative culture
• Faculty rank commensurate with experience
• Competitive salary and generous benefits

Position Requirements:
• M.D., M.D./Ph.D. or equivalent degree
• BE/BC Dermatology
• A strong commitment to patient care and education. 

Research interests not required

Community:
• State College, PA is home to Pennsylvania State University &

University Park, which is the largest campus in the Penn State
system.

• State College is more than just a quintessential college town. 
It is vibrant with exciting nightlife, great shopping, many
options for arts & culture, and a diverse array of restaurants.

• State College Area School District ranks in the top 100 school
districts in the State of Pennsylvania.

• Nestled at the base of Mount Nittany, State College is a
unique and wonderful combination of small town charm and
college town action that makes it no surprise that this area of
central Pennsylvania is known as “Happy Valley.”

Penn State Health:
• Penn State Health is multi-hospital health system serving

patients and communities across central Pennsylvania.
• More than 1,300 physicians and direct care providers at 78

medical office locations.

The Department of Dermatology at Penn State Health Milton S. Hershey Medical 
Center is seeking a full-time Dermatologist to join our practice in State College, PA.

PENNSYLVANIA

Partner with a leader that has 
40+ years of authority and trust in 
dermatology.

Contact me to place your ad today.

Joanna Shippoli
(440) 891-2615
jshippoli@mjhlifesciences.com
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IMPORTANT SAFETY INFORMATION (cont.)
WARNINGS AND PRECAUTIONS
Infections
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed in COSENTYX treated subjects compared to 
placebo-treated subjects. In placebo-controlled clinical trials in subjects with moderate to severe plaque psoriasis, higher rates of common 
infections, such as nasopharyngitis (11.4% versus 8.6%), upper respiratory tract infection (2.5% versus 0.7%) and mucocutaneous infections with 
candida (1.2% versus 0.3%) were observed with COSENTYX compared with placebo. A similar increase in risk of infection was seen in placebo-
controlled trials in subjects with psoriatic arthritis and ankylosing spondylitis. The incidence of some types of infections appeared to be dose-
dependent in clinical studies. In the postmarketing setting, serious and some fatal infections have been reported in patients receiving COSENTYX.
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history of recurrent infection.
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient develops a serious infection, monitor the patient 
closely and discontinue COSENTYX until the infection resolves.

Pre-treatment Evaluation for Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTYX. Avoid administration of COSENTYX to patients with active 
TB infection. Initiate treatment of latent TB prior to administering COSENTYX. Consider anti-TB therapy prior to initiation of COSENTYX in patients with a 
past history of latent or active TB in whom an adequate course of treatment cannot be confirmed. Monitor patients closely for signs and symptoms of active 
TB during and after treatment.

Inflammatory Bowel Disease
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. Exacerbations, in some cases serious, occurred in 
COSENTYX treated subjects during clinical trials in plaque psoriasis, psoriatic arthritis, and ankylosing spondylitis. In addition, new onset inflammatory 
bowel disease cases occurred in clinical trials with COSENTYX. In an exploratory trial in 59 subjects with active Crohn’s disease, there were trends toward 
greater disease activity and increased adverse events in the secukinumab group as compared to the placebo group. Patients who are treated with 
COSENTYX should be monitored for signs and symptoms of inflammatory bowel disease.

Hypersensitivity Reactions
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials. If an anaphylactic or other serious allergic reaction occurs, 
administration of COSENTYX should be discontinued immediately and appropriate therapy initiated.
The removable caps of the COSENTYX Sensoready® pen and the COSENTYX 1 mL and 0.5 mL prefilled syringes contain natural rubber latex, which may 
cause an allergic reaction in latex-sensitive individuals. The safe use of the COSENTYX Sensoready pen or prefilled syringe in latex-sensitive individuals 
has not been studied.

Immunizations
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations according to current immunization guidelines. 
COSENTYX may alter a patient’s immune response to live vaccines. Avoid use of live vaccines in patients treated with COSENTYX.

MOST COMMON ADVERSE REACTIONS
Most common adverse reactions (>1%) are nasopharyngitis, diarrhea, and upper respiratory tract infection.

Please see additional Important Safety Information and Indications on the following page. 
Please see Brief Summary of full Prescribing Information on the previous pages.

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936-1080      © 2021 Novartis      Printed in USA      6/21        129164

STUDY DESIGNS:
The ERASURE and FIXTURE pivotal studies were Phase III, multicenter, randomized, double-blind, placebo-controlled trials. ERASURE evaluated 738 adults who received COSENTYX 300 
mg (n=245), COSENTYX 150 mg (n=245), or placebo (n=248). FIXTURE evaluated 1306 adults who received COSENTYX 300 mg (n=327), COSENTYX 150 mg (n=327), placebo (n=326), 
or a biologic active control (n=323). In both studies, COSENTYX was administered subcutaneously at weeks 0, 1, 2, 3, and 4, followed by the same dose every 4 weeks. All patients were 
adults with moderate to severe plaque psoriasis who had a BSA ≥10%, PASI score ≥12, and IGA mod 2011 score ≥3, and were candidates for systemic therapy or phototherapy. Co-primary 
end points were the proportion of subjects who achieved a reduction in PASI score of ≥75% (PASI 75) from baseline to week 12 and clear or almost clear on the IGA mod 2011 at week 12 
evaluated using NRI analysis. Other evaluated outcomes included improvements in itching, pain, and scaling at week 12 based on the Psoriasis Symptom Diary©.

FUTURE 2 was a Phase III, multicenter, randomized, double-blind, placebo-controlled trial that evaluated 397 adult patients with active PsA (≥3 swollen joints and ≥3 tender joints) despite 
use of NSAlDs, corticosteroids, or DMARDs. Patients had a diagnosis for ≥5 years and were randomized in a 1:1:1 ratio to receive COSENTYX 150 mg (n=100), COSENTYX 300 mg (n=100), 
or placebo (n=98) subcutaneously at weeks 0, 1, 2, 3, and 4, followed by the same dose every 4 weeks. Patients who received placebo were rerandomized (1:1) to COSENTYX 150 mg or 
COSENTYX 300 mg every 4 weeks, at week 16 or week 24, based on responder status. The primary end point was the percentage of patients with ACR20 response at week 24. Study 
population was mixed: 2/3 of patients were anti-TNFa-naive and 1/3 were anti-TNFa-experienced (patients could have been exposed to up to 3 different TNFa inhibitors). At baseline, 44% of 
patients treated with COSENTYX were treated with concomitant MTX.

TRANSFIGURE was a double-blind, randomized, placebo-controlled study examining the safety and efficacy of 
COSENTYX in patients with moderate to severe nail psoriasis. All patients were adults with chronic moderate to severe 
plaque psoriasis (PASI score ≥12 and BSA ≥10%) and significant nail involvement (fingernail NAPSI score of ≥16 and ≥4 
fingernails involved), who were candidates for systemic therapy. Patients were randomized to 1 of 3 arms: COSENTYX 
300 mg (n=66), COSENTYX 150 mg (n=67), or placebo (n=65). Initial dosing: once weekly for 5 weeks; maintenance 
dosing: once every 4 weeks. At week 16, patients initially receiving placebo were rerandomized 1:1 to COSENTYX 150 
mg or COSENTYX 300 mg; initial dosing: once weekly for 5 weeks followed by once every 4 weeks. Primary end point: 
NAPSI assessment at week 16.

MTX=methotrexate; NAPSI=Nail Psoriasis Severity Index; TNF=tumor necrosis factor.

References: 1. COSENTYX [prescribing information]. East Hanover, NJ: Novartis Pharmaceuticals Corp; May 2021. 2. Data on file. 
IQVIA un-projected patient counts; Symphony CHN data (sub-national). Novartis Pharmaceuticals Corp; January 2021. 3. Data on file. 
CAIN457A2313 Clinical Study Report. Novartis Pharmaceuticals Corp; November 2015. 4. Data on file. CAIN457A2313 Clinical Study 
Report. Novartis Pharmaceuticals Corp; September 2017. 
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COSENTYX® (secukinumab) injection, for subcutaneous use  
COSENTYX® (secukinumab) for injection, for subcutaneous use  
Initial U.S. Approval: 2015 
BRIEF SUMMARY: Please see package insert for full prescribing information. 
  1  INDICATIONS AND USAGE 

1.1 Plaque Psoriasis 
COSENTYX® is indicated for the treatment of moderate to severe plaque psoriasis in patients 6 years  
and older who are candidates for systemic therapy or phototherapy. 
1.2 Psoriatic Arthritis 
COSENTYX is indicated for the treatment of adult patients with active psoriatic arthritis.  
1.3 Ankylosing Spondylitis 
COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis. 
1.4 Non-Radiographic Axial Spondyloarthritis 
COSENTYX is indicated for the treatment of adult patients with active non-radiographic axial 
spondyloarthritis (nr-axSpA) with objective signs of inflammation. 

  4  CONTRAINDICATIONS 
COSENTYX is contraindicated in patients with a previous serious hypersensitivity reaction to secukinumab 
or to any of the excipients in COSENTYX. Cases of anaphylaxis have been reported during treatment with 
COSENTYX [see Warnings and Precautions (5.4)]. 

  5  WARNINGS AND PRECAUTIONS  
5.1 Infections 
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed in 
COSENTYX treated subjects compared to placebo-treated subjects. In placebo-controlled clinical trials in 
subjects with moderate to severe plaque psoriasis, higher rates of common infections, such as nasopharyngitis 
(11.4% versus 8.6%), upper respiratory tract infection (2.5% versus 0.7%) and mucocutaneous infections 
with candida (1.2% versus 0.3%) were observed with COSENTYX compared with placebo. A similar increase 
in risk of infection was seen in placebo-controlled trials in subjects with psoriatic arthritis, ankylosing 
spondylitis and non-radiographic axial spondyloarthritis. The incidence of some types of infections appeared 
to be dose-dependent in clinical studies [see Adverse Reactions (6.1)]. In the postmarketing setting, serious 
and some fatal infections have been reported in patients receiving COSENTYX. 
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history of 
recurrent infection.  
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient 
develops a serious infection, monitor the patient closely and discontinue COSENTYX until the infection 
resolves. 
5.2 Pre-Treatment Evaluation for Tuberculosis 
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTYX. Avoid 
administration of COSENTYX to patients with active TB infection. Initiate treatment of latent TB prior to 
administering COSENTYX. Consider anti-TB therapy prior to initiation of COSENTYX in patients with a past 
history of latent or active TB in whom an adequate course of treatment cannot be confirmed. Monitor 
patients closely for signs and symptoms of active TB during and after treatment. 
5.3 Inflammatory Bowel Disease 
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. 
Exacerbations, in some cases serious, occurred in COSENTYX treated subjects during clinical trials in 
plaque psoriasis, psoriatic arthritis, ankylosing spondylitis and non-radiographic axial spondyloarthritis.  
In addition, new onset inflammatory bowel disease cases occurred in clinical trials with COSENTYX. In an 
exploratory trial in 59 subjects with active Crohn’s disease, there were trends toward greater disease activity 
and increased adverse events in the secukinumab group as compared to the placebo group. Patients who 
are treated with COSENTYX should be monitored for signs and symptoms of inflammatory bowel disease 
[see Adverse Reactions (6.1)]. 
5.4 Hypersensitivity Reactions 
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials. If an anaphylactic 
or other serious allergic reaction occurs, administration of COSENTYX should be discontinued immediately 
and appropriate therapy initiated [see Contraindications (4), Adverse Reactions (6.1)]. 
5.5 Risk of Hypersensitivity in Latex-Sensitive Individuals  
The removable caps of the COSENTYX Sensoready pen and the COSENTYX 1 mL and 0.5 mL prefilled syringes 
contain natural rubber latex, which may cause an allergic reaction in latex-sensitive individuals. The safe 
use of COSENTYX Sensoready pen or prefilled syringe in latex-sensitive individuals has not been studied.  
5.6 Immunizations 
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations according 
to current immunization guidelines. COSENTYX may alter a patient’s immune response to live vaccines. 
Avoid use of live vaccines in patients treated with COSENTYX. 

  6  ADVERSE REACTIONS  
The following adverse reactions are discussed in greater detail elsewhere in the labeling: 
•  Infections [see Warnings and Precautions (5.1)] 
•  Inflammatory Bowel Disease [see Warnings and Precautions (5.3)]  
•  Hypersensitivity Reactions [see Warnings and Precautions (5.4)] 
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 to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
Adult Plaque Psoriasis 
A total of 3430 plaque psoriasis subjects were treated with COSENTYX in controlled and uncontrolled clinical 
trials. Of these, 1641 subjects were exposed for at least 1 year. 
Four placebo-controlled Phase 3 trials in plaque psoriasis subjects were pooled to evaluate the safety of 
COSENTYX in comparison to placebo up to 12 weeks after treatment initiation, in Trials PsO1, PsO2, PsO3, 
and PsO4. In total, 2077 subjects were evaluated (691 to COSENTYX 300 mg group, 692 to COSENTYX 150 mg 
group, and 694 to placebo group). Subjects randomized to COSENTYX received 300 mg or 150 mg doses 
subcutaneously at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks [see Clinical Studies 
(14) in the full prescribing information]. 
Table 2 summarizes the adverse reactions that occurred at a rate of at least 1% and at a higher rate in the 
COSENTYX groups than the placebo group during the 12-week placebo-controlled period of the placebo-
controlled trials. 

 

Adverse reactions that occurred at rates less than 1% in the placebo-controlled period of Trials PsO1, PsO2, 
PsO3, and PsO4 through Week 12 included: sinusitis, tinea pedis, conjunctivitis, tonsillitis, oral candidiasis, 
impetigo, otitis media, otitis externa, inflammatory bowel disease, increased liver transaminases, and 
neutropenia.  
Infections 
In the placebo-controlled period of the clinical trials in plaque psoriasis (a total of 1382 subjects treated 
with COSENTYX and 694 subjects treated with placebo up to 12 weeks), infections were reported in 28.7% 
of subjects treated with COSENTYX compared with 18.9% of subjects treated with placebo. Serious infections 
occurred in 0.14% of subjects treated with COSENTYX and in 0.3% of subjects treated with placebo. 
Over the entire treatment period (a total of 3430 plaque psoriasis subjects treated with COSENTYX for up to 
52 weeks for the majority of subjects), infections were reported in 47.5% of subjects treated with COSENTYX 
(0.9 per patient-year of follow-up). Serious infections were reported in 1.2% of subjects treated with 
COSENTYX (0.015 per patient-year of follow-up). 
Phase 3 data showed an increasing trend for some types of infection with increasing serum concentration 
of secukinumab. Candida infections, herpes viral infections, staphylococcal skin infections, and infections 
requiring treatment increased as serum concentration of secukinumab increased.  
In the psoriasis open-label extension of Trials PsO1 and PsO2 (median follow-up of 3.9 years), representing 
3582 subject-years of exposure, 74% of COSENTYX treated subjects reported infections (55 per 100 patient-
years). Serious infections were reported in 4.5% of subjects (1.4 per 100 patient-years). Sepsis was reported 
in 5 subjects (0.2 per 100 patient-years). 
Neutropenia was observed in controlled portion of clinical trials. Most cases of secukinumab-associated 
neutropenia were transient and reversible. No serious infections were associated with cases of neutropenia. 
In the open-label extension of Trials PsO1 and PsO2, neutropenia (ANC < 1 x109/L) was reported in 1% of 
COSENTYX treated subjects (0.3 per 100 patient-years). Some cases of serious infections were associated 
with neutropenia; however the causal relationship was not established. 
Inflammatory Bowel Disease 
Cases of inflammatory bowel disease, in some cases serious, were observed in clinical trials with 
COSENTYX. In the plaque psoriasis program, with 3430 subjects exposed to COSENTYX over the entire 
treatment period for up to 52 weeks (2725 patient-years), there were 3 cases (0.11 per 100 patient-years) 
of exacerbation of Crohn’s disease, 2 cases (0.08 per 100 patient-years) of exacerbation of ulcerative colitis, 
and 2 cases (0.08 per 100 patient-years) of new onset ulcerative colitis. There were no cases in placebo 
subjects (N = 793; 176 patient-years) during the 12-week placebo-controlled period.  
One case of exacerbation of Crohn’s disease was reported in open-labeled portions of clinical trials in 
plaque psoriasis. 
Hypersensitivity Reactions 
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials [see Warnings 
and Precautions (5.4)]. 
Pediatric Plaque Psoriasis 
The safety of COSENTYX was assessed in two Phase 3 trials in pediatric subjects with plaque psoriasis. 
The first was a randomized, double-blind, placebo and active-controlled, 236-week trial (Trial PsO6) that 
enrolled 162 pediatric subjects 6 years of age and older, with severe plaque psoriasis (defined by PASI 
score ≥ 20, an IGA modified 2011 score of 4, and involving ≥ 10% of the body surface area) who were 
candidates for systemic therapy. The 162 subjects were randomized to receive placebo, a biologic active 
control, or COSENTYX. In the COSENTYX groups, subjects with body weight < 25 kg received 75 mg, subjects 
with body weight 25 to < 50 kg received either 75 mg or 150 mg (2 times the recommended dose), and 
subjects with body weight ≥ 50 kg received either 150 mg or 300 mg (2 times the recommended dose). 
The second trial was a randomized, open-label, 208-week trial (Trial PsO7; NCT03668613) of 84 subjects  
6 years of age and older with moderate to severe plaque psoriasis (defined by a PASI score ≥ 12, IGA  
mod 2011 score of ≥ 3, and BSA involvement of ≥ 10% at randomization) who were randomized into  
two COSENTYX arms [Arm 1: 75 mg for body weight (BW) < 50 kg or 150 mg for ≥ 50 kg and Arm 2: 75 mg 
for BW < 25 kg, 150 mg for BW ≥ 25 kg and < 50 kg, or 300 mg for BW ≥ 50 kg]. 
The safety profile reported in these trials was consistent with the safety profile reported in adult plaque 
psoriasis trials. 
Infections 
One case of methicillin-resistant Staphylococcus aureus (MRSA) toxic shock syndrome (TSS) was reported 
in a COSENTYX treated subject during the placebo-controlled period. 
In the pediatric safety pool, which includes all subjects who took at least one dose of COSENTYX during  
the treatment periods [198 subjects (287 patient years)], 22 (11%) subjects reported ≥ CTCAE Grade 2 
neutropenia (≥1,000 to < 1,500 cells/mm3) with 57% of subjects followed for one year or more and 30%  
of subjects followed for two years or more. During the placebo-controlled period which included a total of 
80 subjects treated with secukinumab and 41 subjects treated with placebo up to 12 weeks, ≥ CTCAE  
Grade 2 neutropenia was reported in 3 (4%) of the subjects treated with secukinumab compared with no 
subjects treated with placebo. No serious infections were associated with cases of neutropenia. 

Table 2: Adverse Reactions Reported by Greater Than 1% of Subjects with Plaque Psoriasis Through 
Week 12 in Trials PsO1, PsO2, PsO3, and PsO4

Adverse Reactions

COSENTYX
Placebo 
(N = 694) 
n (%)

300 mg 
(N = 691) 
n (%)

150 mg 
(N = 692) 
n (%)

Nasopharyngitis 79 (11.4) 85 (12.3) 60 (8.6)
Diarrhea 28 (4.1) 18 (2.6) 10 (1.4)
Upper respiratory tract infection 17 (2.5) 22 (3.2) 5 (0.7)
Rhinitis 10 (1.4) 10 (1.4) 5 (0.7)
Oral herpes  9 (1.3) 1 (0.1) 2 (0.3)
Pharyngitis 8 (1.2) 7 (1.0) 0 (0)
Urticaria 4 (0.6) 8 (1.2) 1 (0.1)
Rhinorrhea 8 (1.2) 2 (0.3) 1 (0.1)
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Psoriatic Arthritis 
COSENTYX was studied in two placebo-controlled psoriatic arthritis trials with 1003 patients (703 patients 
on COSENTYX and 300 patients on placebo). Of the 703 patients who received COSENTYX, 299 patients 
received a subcutaneous loading dose of COSENTYX (PsA1) and 404 patients received an intravenous 
loading dose of secukinumab (PsA2) followed by COSENTYX administered by subcutaneous injection every 
four weeks. During the 16-week placebo-controlled period of the trials in patients with psoriatic arthritis, the 
overall proportion of patients with adverse events was similar in the secukinumab and placebo-treatment 
groups (59% and 58%, respectively). The adverse events that occurred at a proportion of at least 2% and at 
a higher proportion in the COSENTYX groups than the placebo groups during the 16-week placebo-controlled 
period were nasopharyngitis, upper respiratory tract infection, headache, nausea, and hypercholesterolemia. 
The safety profile observed in patients with psoriatic arthritis treated with COSENTYX is consistent with the 
safety profile in psoriasis.  
Similar to the clinical trials in patients with psoriasis, there was an increased proportion of patients with 
infections in the COSENTYX groups (29%) compared to placebo group (26%). 
There were cases of Crohn’s disease and ulcerative colitis that include patients who experienced either 
exacerbations or the development of new disease. There were three cases of inflammatory bowel disease, 
of which two patients received secukinumab and one received placebo. 
Ankylosing Spondylitis 
COSENTYX was studied in two placebo-controlled ankylosing spondylitis trials with 590 patients (394 patients 
on COSENTYX and 196 patients on placebo). Of the 394 patients who received COSENTYX, 145 patients 
received a subcutaneous load of COSENTYX (study AS1), and 249 received an intravenous loading dose of 
secukinumab (study AS2) followed by COSENTYX administered by subcutaneous injection every four weeks. 
During the 16-week placebo-controlled period of the trials in patients with ankylosing spondylitis, the 
overall proportion of patients with adverse events was higher in the secukinumab groups than the placebo-
treatment groups (66% and 59%, respectively). The adverse events that occurred at a proportion of at least 
2% and at a higher proportion in the COSENTYX groups than the placebo groups during the 16-week 
placebo-controlled period were nasopharyngitis, nausea, and upper respiratory tract infection. The safety 
profile observed in patients with ankylosing spondylitis treated with COSENTYX is consistent with the safety 
profile in psoriasis. In a third controlled study of AS (study AS3), the safety profile of the 300 mg dose of 
COSENTYX was consistent with the safety profile of the 150 mg dose of COSENTYX.  
Similar to clinical trials in patients with psoriasis, there was an increased proportion of patients with 
infections in the COSENTYX groups (31%) compared to the placebo group (18%). 
In the original ankylosing spondylitis program, with 571 patients exposed to COSENTYX there were 8 cases 
of inflammatory bowel disease during the entire treatment period [5 Crohn’s (0.7 per 100 patient-years) and 
3 ulcerative colitis (0.4 per 100 patient-years)]. During the placebo-controlled 16-week period, there were  
2 Crohn’s disease exacerbations and 1 new onset ulcerative colitis case that was a serious adverse event in 
patients treated with COSENTYX compared to none of the patients treated with placebo. During the remainder 
of the study when all patients received COSENTYX, 1 patient developed Crohn’s disease, 2 patients had 
Crohn’s exacerbations, 1 patient developed ulcerative colitis, and 1 patient had an ulcerative colitis 
exacerbation. 
Non-Radiographic Axial Spondyloarthritis 
COSENTYX was studied in one randomized, double-blind, placebo-controlled non-radiographic axial 
spondyloarthritis trial with 555 patients (185 patients on with load COSENTYX, 184 patients on without load 
COSENTYX and 186 patients on placebo). The safety profile for patients with nr-axSpA treated with 
COSENTYX was overall similar to the safety profile seen in patients with AS and other previous experience 
with COSENTYX. Patients in nr-axSpA1 study who received the loading dosing regimen compared to those 
without the loading regimen, had higher incidence of infections and infestations (92 per 100 patient-years 
vs 72 per 100 patient years), including nasopharyngitis, upper respiratory tract infection and urinary tract 
infection, and gastrointestinal disorders (27 per 100 patient-years vs 22 per 100 patient-years), including 
gastritis, lower abdominal pain, colitis, diarrhea, and hematochezia. 
6.2 Immunogenicity 
As with all therapeutic proteins, there is the potential for immunogenicity. The immunogenicity of COSENTYX 
was evaluated using an electrochemiluminescence-based bridging immunoassay. Less than 1% of subjects 
treated with COSENTYX developed antibodies to secukinumab in up to 52 weeks of treatment. However, 
this assay has limitations in detecting anti-secukinumab antibodies in the presence of secukinumab; there-
fore, the incidence of antibody development might not have been reliably determined. Of the subjects who 
developed antidrug antibodies, approximately one-half had antibodies that were classified as neutralizing.  
Neutralizing antibodies were not associated with loss of efficacy.  
The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. 
Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in an assay may 
be influenced by several factors, including assay methodology, sample handling, timing of sample collection, 
concomitant medications, and underlying disease. For these reasons, comparison of incidence of antibodies 
to COSENTYX with the incidences of antibodies to other products may be misleading. 

  7  DRUG INTERACTIONS  
CYP450 Substrates 
The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1, IL-6, 
IL-10, TNFα, IFN) during chronic inflammation. 
Upon initiation or discontinuation of COSENTYX in patients who are receiving concomitant CYP450 
substrates, particularly those with a narrow therapeutic index, consider monitoring for therapeutic effect  
or drug concentration and consider dosage adjustment of the CYP450 substrate as needed [see Clinical 
Pharmacology (12.3) in the full prescribing information]. 

  8  USE IN SPECIFIC POPULATIONS  
8.1 Pregnancy 
Risk Summary 
Limited available human data with COSENTYX use in pregnant women are insufficient to inform a drug-
associated risk of adverse developmental outcomes. In an embryo-fetal development study, no adverse 
developmental effects were observed in infants born to pregnant monkeys after subcutaneous administration 
of secukinumab during organogenesis at doses up to 30 times the maximum recommended human dose 
(MRHD) (see Data).  
The background risk of major birth defects and miscarriage for the indicated population is unknown; however, 
the background risk in the U.S. general population of major birth defects is 2% to 4% and of miscarriage is 
15% to 20% of clinically recognized pregnancies. 
Data 
Animal Data 
An embryo-fetal development study was performed in cynomolgus monkeys with secukinumab. No malfor-
mations or embryo-fetal toxicity were observed in fetuses from pregnant monkeys that were administered 
secukinumab weekly by the subcutaneous route during the period of organogenesis at doses up to 30 times 
the MRHD (on a mg/kg basis at a maternal dose of 150 mg/kg). 
A pre- and post-natal development toxicity study was performed in mice with a murine analog of secukinumab. 
No treatment-related effects on functional, morphological or immunological development were observed  
in fetuses from pregnant mice that were administered the murine analog of secukinumab on gestation  
days 6, 11, and 17 and on postpartum days 4, 10, and 16 at doses up to 150 mg/kg/dose. 
8.2 Lactation 
Risk Summary 
It is not known whether secukinumab is excreted in human milk or absorbed systemically after ingestion. 
There are no data on the effects of COSENTYX on the breastfed child or the effects on milk production. The 
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical 
need for COSENTYX and any potential adverse effects on the breastfed child from COSENTYX or from the 
underlying maternal condition.  
8.4 Pediatric Use 
The safety and effectiveness of COSENTYX have been established in pediatric subjects aged 6 years and 
older with moderate to severe plaque psoriasis [see Adverse Reactions (6.1), Clinical Studies (14.2) in the 
full prescribing information]. Safety and effectiveness of COSENTYX in pediatric patients with plaque psoriasis 
below the age of 6 years have not been established. 
The safety and effectiveness of COSENTYX in pediatric patients in other indications have not been 
established. 
8.5 Geriatric Use 
Of the 3430 plaque psoriasis subjects exposed to COSENTYX in clinical trials, a total of 230 were 65 years 
or older, and 32 subjects were 75 years or older. Although no differences in safety or efficacy were observed 
between older and younger subjects, the number of subjects aged 65 years and older was not sufficient to 
determine whether they responded differently from younger subjects. 

10  OVERDOSAGE 
Doses up to 30 mg/kg intravenously have been administered in clinical trials without dose-limiting toxicity. 
In the event of overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions and appropriate symptomatic treatment be instituted immediately.  
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Help your patients 
shine past their 
plaque psoriasis
 The Complete Cosentyx Approach 
Give your patients a chance to

1* 1* 1*

INDICATIONS
COSENTYX® (secukinumab) is indicated for the treatment of moderate to severe plaque psoriasis in patients 6 years and older who are candidates for systemic therapy 
or phototherapy.
COSENTYX is indicated for the treatment of adult patients with active psoriatic arthritis.
COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
COSENTYX is contraindicated in patients with a previous serious hypersensitivity reaction to secukinumab or to 
any of the excipients in COSENTYX. Cases of anaphylaxis have been reported during treatment with COSENTYX.
Please see additional Important Safety Information on the previous page. 
Please see Brief Summary of full Prescribing Information on previous pages. 

*ERASURE study: % of adult patients with moderate to severe PsO achieving a PASI 75 response and IGA of 0 or 1 on COSENTYX 300 mg (n=245) vs placebo (n=248) at week 12: PASI 75 (82 vs 4) & IGA 0 or 1 (65 vs 2).1
Results on COSENTYX 150 mg (n=245) vs placebo (n=248) at week 12: PASI 75 (71 vs 4) & IGA 0 or 1 (51 vs 2).1 FIXTURE study: % of adult patients with moderate to severe PsO achieving a PASI 75 response and IGA of 
0 or 1 on COSENTYX 300 mg (n=327) vs placebo (n=326) at week 12: PASI 75 (76 vs 5) & IGA 0 or 1 (62 vs 3).1 Results on COSENTYX 150 mg (n=327) vs placebo (n=326) at week 12: PASI 75 (67 vs 5) & IGA 0 or 1 (51 vs 
3).1 In the FUTURE 2 study, for adults with active psoriatic arthritis treated with COSENTYX 300 mg (n=100), 150 mg (n=100), or placebo (n=98), ACR20 response at week 24 was 54%, 51%, and 15%, respectively.1 In 
the ERASURE (N=738) and FIXTURE (N=1306) studies, among the adults who chose to participate (39%) in assessments of patient-reported outcomes, improvements in signs and symptoms related to itching, pain, and 
scaling at week 12 compared with placebo were observed using the Psoriasis Symptom Diary©.1 TRANSFIGURE study: In adults with moderate to severe plaque psoriasis with significant nail involvement, mean percent 
change from baseline in NAPSI score at week 16 (primary end point): COSENTYX 300 mg (n=66): -46.1%; placebo (n=65): -11.7% (repeated measure analysis; P<0.0001); significant nail involvement defined by fingernail 
NAPSI score ≥16 and ≥4 fingernails involved.3,4

†Across plaque psoriasis, psoriatic arthritis, and ankylosing spondylitis indications.

Please see ERASURE, FIXTURE, FUTURE 2, and TRANSFIGURE study designs on previous page.
ACR=American College of Rheumatology; IGA=Investigator’s Global Assessment modified 2011; PASI=Psoriasis Area and Severity Index; PsO=plaque psoriasis.

Jordan has been an actual COSENTYX patient since 2016. She has 
found relief from her plaque psoriasis, nail psoriasis, and psoriatic arthritis.*

Individual results may vary. Jordan has been compensated for her time.

Make COSENTYX your 1st-choice systemic
treatment for your appropriate patients 

>195,000 patients prescribed in the US2†

>2,000,000 prescriptions written in the US2†

For adults with moderate to severe plaque psoriasis and active psoriatic arthritis
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