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Controversies in Oral Therapy for Acne 

MAJOR CONTROVERSY RELATES 
TO

ANTIBIOTIC RESISTANCE 
CONCERNS

→ MICROBIOME CHANGES

MAJOR CONTROVERSIES
RELATE TO

SAFETY CONSIDERATIONS?
WHO IS A CANDIDATE FOR THERAPY?

DOSING REGIMEN?
POTENTIAL FOR RELAPSE?

MAJOR 
CONTROVERSY 

RELATES TO
LABORATORY
MONITORING









INCREASE IN ANTIBIOTIC-RESISTANT
CORYNEBACTERIUM ACNES STRAINS

INCREASE IN ANTIBIOTIC-RESISTANT COMMENSAL 
AND OPPORTUNISTIC BACTERIA

ARGUMENTS
AGAINST

THEIR 
USE





Leyden J, Thiboutot DM, Shalita AR. Arch Dermatol. 2006;142(5):605-612. 







Sarecycline 1.5 mg/kg/day QD (n=1002) vs Placebo – 12-Weeks 

Age Range 9-45 Years / ~25% Non-White Skin / 85% Moderate Severity 

MAY BE TAKEN WITH OR WITHOUT FOOD

Sarecycline vs Placebo in Acne Vulgaris
Inflammatory Lesion Count Reduction (%)



Sarecycline 1.5 mg/kg/day Once Daily (n=1002) vs Placebo – 12-Weeks 

Age Range 9-45 Years / ~25% Non-White Skin / 85% Moderate Severity 

Sarecycline vs Placebo in Truncal Acne Vulgaris



Sarecycline Once Daily in Acne Vulgaris
Global Assessment and 

Inflammatory Lesion Count Improvements

BASELINE 

SEVERE

WEEK 12 

ALMOST CLEAR

BASELINE 

SEVERE
WEEK 12 

ALMOST CLEAR

92% LESION REDUCTION FROM BASELINE 76% LESION REDUCTION FROM BASELINE



Practical Considerations with Sarecycline
Concept of Narrow Spectrum Tetracycline

POTENTIAL CONSIDERATIONS

RELEVANT TO CLINICAL PRACTICE

EFFICACY FOR ACNE VULGARIS

Inflammatory AND Comedonal Lesions

Face & Trunk

ADVERSE REACTION PROFILE

GI Side Effects / Photosensitivity /

Vaginal Candidiasis

ANTIMICROBIAL SPECTRUM
Reduced Risk of Antibiotic Resistance                    

vs Some Organisms (especially Gram - )

REDUCE SELECTION OF 

GRAM (-) BACTERIA AND 

MULTI-DRUG RESISTANCE 





Sarecycline 1.5 mg/kg/day Once Daily vs Placebo – 12-Weeks 

MAJOR ADVERSE REACTIONS OF SPECIAL INTEREST WITH TETRACYCLINES  

Sarecycline in Acne Vulgaris: Pooled Safety Data

<1%



Multiple Unit Particulate Pellet System (MUPS) 

▪ Multi-particulate solid dosage form 

▪ Compressed mixture of drug-
containing pellets and powder 
excipients

▪ Can “dial in” delivery characteristics

REPORTED BENEFITS OF MUPS 

▪ Minimizes inter/intra subject variability

▪ Reduces esophageal transit time

▪ Improves physicochemical stability

▪ Lowers risk of local irritation and toxicity

▪ Reduces dose dumping

▪ Minimizes plasma concentration fluctuations

Solid Dosage – MUPS (Multiple Unit Pellet System) Production. https://www.gea.com/en/applications/pharma/solid-dosage/solid-dosage_mups.jsp.



Individual Pharmacokinetic Curves

Data on File. EPI Health, Charleston, South Carolina

Less Variable and More Predictable PK Profile with Minocycline Biphasic Delivery vs Biphasic Minocycline  

MINOCYCLINE BIPHASIC DELIVERY MINOCYCLINE EXTENDED RELEASE

Minocycline Biphasic Delivery with immediate- and sustained-release pellets.

• 25% immediate and 75% sustained release of minocycline hydrochloride

• Steady-state plasma concentration

• Functionally scored tablet has an even distribution of drug on each side of the score line

• A spherical core coated with micronized minocycline hydrochloride



• A continued work in progress
• Most data available with tetracyclines – “dual mechanisms”

• Use in combination with maximized topical regimen
• Incorporate benzoyl peroxide AND topical retinoid in regimen

• AVOID antibiotic monotherapy or “unopposed” antibiotic use

• Limit duration of  oral antibiotic therapy as best as possible
• Assess every 3 months

• “Maximum” suggested (“hoped for”) duration: 3 - 6 months

• Consensus agreement: “…a subset of  patients for whom alternative 
therapies are inappropriate and who may require a longer course of  
antibiotics even while taking topical medications.”  

Optimizing Use of 

Oral Antibiotic Therapy in Acne

1 Del Rosso JQ, Kim G. Derm Clinics. 2 Zanglein A, et al. J Am Acad Dermatol. 2016;74:945-973. Del Rosso JQ. Sem Cut Med Surg. 







ISOTRETINOIN
ADVANCED

FORMULATIONS



Oral Isotretinoin Clinical Studies
Daily Dose and Reported Relapse Rates

1. Layton AM, et al. Br J Dermatol. 1993;129:292–296; 2. Cunliffe WJ, Norris JFB. Dermatologica. 1987;175(Suppl 1):133–137; 3. Strauss JS, et al. J Am Acad

Dermatol. 1984;10:490–496; 4. Wokalek H, et al. Retinoid Therapy: A Review of Clinical and Laboratory Research. Lancaster, England: MTP Press Limited; 

1984:231–239; 5. Jones DH, Cunliffe WJ. Retinoid Therapy: A Review of Clinical and Laboratory Research. Lancaster, England: MTP Press Limited; 1984:241–251.
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Oral Isotretinoin Reported Relapse and Retreatment Rates

Del Rosso JQ. J Clinic Aesthet Dermatol. 2012;11(5):17-24. 

REVIEW OF STUDIES EVALUATING

ORAL ISOTRETINOIN DOSING REGIMENS,

CUMULATIVE DOSING, RELAPSE RATES,

RETREATMENT RATES AND                                          

ACNE THERAPIES USED  



• Open-label, Single-arm, Phase 4 Long-Term Study

• Active Treatment Phase (ATP)
• Administere d for severe recalcitrant nodular acne

• Ingested WITHOUT FOOD  
• Dosage: 0.5 mg/kg/day x 4 weeks then 1.0 mg/kg/day x 16 weeks

• Total duration of  therapy: 20 weeks

• Attempted to approximate target cumulative dose of  120-150 mg/kg 

• Post-Treatment Phase (PTP)
• 2-year post-treatment follow-up (weeks 32, 72, 98, 124) 

• Subjects stratified by Investigator Global Assessment (IGA) ratings 

• Goal: Assess Relapse Rates with use of  LIDOS-ISO 

Lidose Oral Isotretinoin (Lidose-ISO) 

for Severe Recalcitrant Nodular Acne 

Del Rosso JQ, Zaenglein A. J Clin Aesthet Dermatol, 2019. 



Lidose Oral Isotretinoin (Lidose-ISO) 
Severe Nodular Acne (20 Weeks Treatment Without Food)

Types and Rates of Retreatments Used

Post-Treatment Period (Week 104)  

Del Rosso JQ, et al. 2018. Poster presentation. Fall Clinical Dermatology, Las Vegas, NV, October 2018. (submitted for publication) 



Lidose Oral Isotretinoin (Lidose-ISO) 
Severe Nodular Acne (20 Weeks Treatment Without Food)

Types and Rates of Retreatments Correlated with Age

Post-Treatment Period (Week 104)  

Del Rosso JQ, et al. 2018. Poster presentation. Fall Clinical Dermatology, Las Vegas, NV, October 2018. (submitted for publication) 



Isotretinoin Mean Plasma Concentration  
Micronized-Isotretinoin 32 mg vs Lidose-Isotretinoin 40mg 

Time Curves in FASTED STATE

Madan S, et al. Poster presentation. Fall Clinical Dermatology, Las Vegas, Nevada, October 2019. 

▪ Micronized-Isotretinoin       

TWICE as bioavailable  

as Lidose-Isotretinoin 

FASTED

▪ SAME when FED

▪ Food: No effect on rate 

and marginal on extent of 

Micronized-Isotretinoin 

absorption 
▪ Less effect than on other 

marketed isotretinoin 

products





Serum Potassium Monitoring 

in Women Taking Oral Spironolactone for Acne

AVOID POTASSIUM SPARING AGENTS, POTASSIUM SUPPLEMENTS, SOME ANTI-HYPERTENSIVE AGENTS (“PRILS”, “ARTANS”)
CAUTION IN PATIENTS WITH RENAL IMPAIRMENT, LITHIUM USE



THANK YOU


