Evaluacion Bioquimica del Hirsutismo

 54: Steroids. 2008 Jan;73(1):41-6. Epub 2007 Aug 31.Helpful diagnostic markers of steroidogenesis for defining hyperandrogenemia in hirsute women. Willenberg HS, Bahlo M, Schott M, Wertenbruch T, Feldkamp J, Scherbaum WA.

Testosterona total, Globulina de hormona sexual, ( SHBG), indice de androgenos libres ( Free androgen index) DHEAS ( no de mucha ayuda), Tambien Androstenediona, 17 alfa hidroxiprogesterona, dehidroepiandrostenediones y 11- deoxycortisol basal y 60 min despues de 250 microg de Synacthen
58: Eur J Endocrinol. 2007 Oct;157(4):499-507. Low sex hormone-binding globulin as a predictive marker for insulin resistance in women with hyperandrogenic syndrome. 
Kajaia N, Binder H, Dittrich R, Oppelt PG, Flor B, Cupisti S, Beckmann MW,

Mueller A.

El SHBG puede server como un marcador predictivo de resistencia a la insulina
144: Clin Chem Lab Med. 2007;45(2):202-7. Diagnostic value of calculated testosterone indices in the assessment of polycystic ovary syndrome. Hahn S, Kuehnel W, Tan S, Kramer K, Schmidt M, Roesler S, Kimmig R, Mann K,

Janssen OE.

Indice de androgenos libres, testosterone biodisponible y testosterone libreson los tres parametros que pueden hacer un diagnostico de OPQ
163: Eur J Med Res. 2006 Dec 14;11(12):540-4. Endocrinological markers for assessing hyperandrogenemia in women classified as having polycystic ovary syndrome (PCOS) according to the revised 2003 diagnostic  criteria. Mueller A, Dittrich R, Binder H, Hoffmann I, Beckmann MW, Cupisti S.

Testosterona libre, Testosterona libre biodisponible FAI, Testosterona total e DHEAS dan el diagnostico de PCOS

179: Gynecol Obstet Invest. 2007;63(3):126-31. Epub 2006 Oct 19. Assessment of insulin resistance in the idiopathic hirsutism. Sarac F, Saygili F, Ozgen G, Tuzun M, Yilmaz C, Kabalak T.

Medicion de FT, 17-OHP and dehydroepiandrosterone sulfate levels disminuyen durante euglcemic-hyperinsulinemic clamp in IH. 
187: Horm Res. 2007;67(1):35-41. Epub 2006 Oct 3. Endocrinological markers for assessment of hyperandrogenemia in hirsute women. Mueller A, Cupisti S, Binder H, Hoffmann I, Kiesewetter F, Beckmann MW, Dittrich  R.

Siguieron el score de Ferriman G para evaluar algunos parametros y encontraron que la testosterona libre, la testosterona biodisponible y el indice de androgenos libres son los marcadores mas apropiados para medir la hiperandrogenemia en mujeres con hirsutismo
214: J Clin Endocrinol Metab. 2006 Oct;91(10):4085-91. Epub 2006 Jul 18. Variants in the 5alpha-reductase type 1 and type 2 genes are associated with polycystic ovary syndrome and the severity of hirsutism in affected women. Goodarzi MO, Shah NA, Antoine HJ, Pall M, Guo X, Azziz R.

Este studio presenta evidencias geneticas que sugieren un importante rol de los isomorfos de la 5 alfa reductasa en la patogenesiis del OPQ, aunque aparentemente es el tipo 1 el que esta asociado con hirsutismo

247: Clin Exp Dermatol. 2006 Jul;31(4):564-70. Content of 5-alpha-reductase (type 1 and type 2) mRNA in dermal papillae from the lower abdominal region in women with hirsutism. Skałba P, Dabkowska-Huć A, Kazimierczak W, Samojedny A, Samojedny MP, Chełmicki

Z.

La testosterone aumenta la expression de 5 alfa reductasa tipo 1 y 2 en la papilla dermica

Medicaciones
· spironolactone (Aldactone) is drug of choice 

· spironolactone (Aldactone) 50-100 mg PO twice daily 

· anti-androgen, accelerates conversion of androgens to estrogens 

· side effects include hypermenstruation (every 2-3 weeks), hives 

· contraindicated in pregnancy (use may result in male pseudohermaphrodite) 

· spironolactone 100 mg/day reduces hair growth); systematic review of 7 randomized trials; spironolactone 100 mg/day for 6 months reduced hair growth compared to placebo in 2 trials; spironolactone 100 mg/day for 12 months more effective than cyproterone acetate 12.5 mg/day for first 10 days of cycle or finasteride 5 mg/day; systematic review last updated 2003 Jul 24 (commentary can be found in ACP Journal Club 2004 May-Jun;140(3):74 

· licorice can offset pharmacological effect of spironolactone (Arch Intern Med 1998 Nov 9;158(20):2200)

· finasteride (Proscar) 

· 2.5-5 mg PO once daily in unresponsive cases 

· contraindicated in pregnancy 

· finasteride inhibits 5-alpha-reductase activity, which converts testosterone to dihydrotestosterone and is considered the major mechanism of idiopathic hirsutism 

· Reference - Fertil Steril 1995 Aug;64(2):299
· 2.5 mg appears as effective as 5 mg 
· Reference - Eur J Endocrinol 2002 Oct;147(4):467
· finasteride reported to be effective in long-term management of women with idiopathic hirsutism, even 1 year after treatment 
· Reference - Fertil Steril 1996 Nov;66(5):734 in QuickScan Reviews in Fam Pract 1997 Apr;22(1):19

· comparisons of efficacy of spironolactone and finasteride 
· spironolactone 100 mg/day for 12 months more effective than finasteride 5 mg/day in Cochrane review; systematic review last updated 2003 Jul 24 (Cochrane Library 2003 Issue 4:CD000194) 

· spironolactone, flutamide and finasteride equally effective in randomized trial; 40 women with hirsutism randomized to spironolactone 100 mg vs. flutamide 250 mg vs. finasteride 5 mg vs. placebo PO twice daily for 6 months, all 3 drugs equally effective; transient metrorrhagia reported in 5 women taking spironolactone, flutamide associated with liver toxicity in other studies, finasteride should not be used during pregnancy (J Clin Endocrinol Metab 2000 Jan;85;89 in Am Fam Physician 2000 May 15;61(10):3136); clinical significance (magnitude of efficacy) is questionable (QuickScan Reviews in Fam Pract 2001 Oct;26(8);20) 

· finasteride and spironolactone had similar efficacy in small trial; 

· cyproterone acetate 

· cyproterone acetate plus estradiol leads to subjective improvement in hirsutism; (Cochrane Library 2003 Issue 4:CD001125) 

· cyproterone acetate with ethinyl E2, flutamide and finasteride equally effective at reducing hirsutism with minimal side effects; Am Fam Physician 1999 Jun;59(11):3160)

· eflornithine 13.9% (Vaniqa) cream 

· eflornithine 13.9% (Vaniqa) cream FDA approved to reduce growth of unwanted facial hair in women 

· apply thin layer twice daily at least 8 hours apart, rub in thoroughly and leave unwashed for at least 4 hours 

· 596 women randomized in 2 unpublished manufacturer-sponsored trials to eflornithine vs. vehicle cream for 24 weeks, marked improvement occurred in 20-40% vs. 10% (NNT 4-10), effect noted 8 weeks after starting and disappeared 8 weeks after stopping 

· costs $41.96 for 30-g tube 

· Reference - The Medical Letter 2000 Oct 2;42(1089):96

· listed adverse reactions include acne, pseudofolliculitis barbae, headache, dry skin, tingling, dyspepsia, irritation, rash, alopecia, dizziness (Monthly Prescribing Reference 2000 Sep;A-18) 

· Reference - J Am Acad Dermatol 2007 Jul;57(1):54
72: Int J Dermatol. 2007 Sep;46(9):976-81. The effect of eflornithine 13.9% cream on the bother and discomfort due to hirsutism. Jackson J, Caro JJ, Caro G, Garfield F, Huber F, Zhou W, Lin CS, Shander D, Schrode K; Eflornithine HCl Study Group.

Eflornihine es un efectivo tratamiento para hacer desaparecer el vello facial Una escala psicosocial llamdo esteem sirve para evaluar resultados
155: J Am Acad Dermatol. 2007 Jul;57(1):54-9. Epub 2007 Jan 30. A randomized bilateral vehicle-controlled study of eflornithine cream combined with laser treatment versus laser treatment alone for facial hirsutism in women. Hamzavi I, Tan E, Shapiro J, Lui H.

La asociacion de la eflornitina  a la remocion del pelo con laser da resultados mas rapidos, sobretodo si se usa por 6 meses
186: Dermatol Surg. 2006 Oct;32(10):1237-43. Eflornithine cream combined with laser therapy in the management of unwanted facial hair growth in women: a randomized trial. 
Smith SR, Piacquadio DJ, Beger B, Littler C.

La combinacion Eflornitina laser da mejores resultados

· ketoconazole may reduce hirsutism (level 2 [mid-level] evidence) 

· Reference - Acta Endocrinol (Copenh) 1991 Jan;124(1):19 

· metformin may reduce hair growth in women with PCOS ( 

· Reference - Eur J Endocrinol 2002 Aug;147(2):217 

· fennel cream reduces hair diameter  

· Reference - Phytomedicine 2003;10(6-7):455 

· topical finasteride cream associated with reduced facial hirsutism without side effects in small trial (finasteride 0.25% cream 

· Reference - Endocr Pract 2001 Jan-Feb;7(1):5 

· estrogen-progestin combinations (oral contraceptives) 

· brands include Demulen 1/35, Desogen, Ortho-Cept, Ortho-Cyclen, Ortho Tri-Cyclen 

· GnRH agonist (Lupron Depot) 3.75 mg IM every month may be used in severe cases 

· flutamide has been prescribed off-label for acne, hirsutism and alopecia in women with polycystic ovarian syndrome; case report of fatal hepatitis in woman treated with flutamide in Lancet 2006 Apr 8;367(9517):1140
9: J Clin Endocrinol Metab. 2008 Feb 5 [Epub ahead of print] Antiandrogens for the Treatment of Hirsutism: A Systematic Review and Meta-analyses of Randomized Controlled Trials. Swiglo BA, Cosma M, Flynn DN, Kurtz DM, Labella ML, Mullan RJ, Erwin PJ, Montori VM.

Las combinaciones de espironolactona o finasteride con ACO o Flutamide con metformina son mejores que cada una por separado

25: Int J Clin Pract. 2008 Mar;62(3):433-43. Epub 2007 Dec 11. Hirsutism. Mofid A, Seyyed Alinaghi SA, Zandieh S, Yazdani T.

La terapia combinada con cambio del estilo de vida, suppression de androgenos, bloqueo de androgenos perifericos y tratamientos cosmeticos. Deben esperar de 3 a 6 meses para ver resultados y mantener tratamiento por largo periodo de tiempo para evitar las recurrencias

28: Ned Tijdschr Geneeskd. 2007 Oct 20;151(42):2313-8. [Hirsutism] [Article in Dutch] 
van Zuuren EJ, Pijl H.

La espironolactona y el acetate de ciproterona son seguros y efectivos acompañado a eso debe hacerse disminucion del peso

40: Clin Endocrinol (Oxf). 2008 Feb 14 [Epub ahead of print] A systematic review of commonly used medical treatments for hirsutism in women. Koulouri O, Conway GS.

Las drogas mejores son: flutamida, espironolactona, acetate de ciproterona thiazolidinediones, finasteride y metformina

La obesidad tiene un impacto sobre la eicacia de cualquier tratamiento contra el hirsutismo, por lo que las pacientes deben tener una buena dieta

93: J Clin Endocrinol Metab. 2007 Sep;92(9):3446-52. Epub 2007 Jun 12. Long-term efficacy and tolerability of flutamide combined with oral contraception in moderate to severe hirsutism: a 12-month, double-blind, parallel clinical trial. Calaf J, López E, Millet A, Alcañiz J, Fortuny A, Vidal O, Callejo J, Escobar-Jiménez F, Torres E, Espinós JJ; Spanish Working Group for Hirsutism.

La flutamida a 125 mg diario durante 12 meses fue la minima dosis efectiva para disminuir el hirsutismo en pacientes con SOPQ o con hirsutismo idiopatico 

109: Gynecol Endocrinol. 2007 Jan;23(1):38-44. Comparison of two oral contraceptives containing either drospirenone or cyproterone acetate in the treatment of hirsutism. Batukan C, Muderris II, Ozcelik B, Ozturk A.

La drospirinona/EE es tan efectiva como el CPA/EE en mejorar el score de hirsutismo

Sexual hormones in human skin. Zouboulis CC, Chen WC, Thornton MJ, Qin K, Rosenfield R.

Prescriben combinacion de estrogenos- progestagenos con antiandrogenos. Suprimen las gonadotropinas y la produccion de androgenos. Ellos pueden reducir la necesidad de rasurarse pero no lo reversa. Tanto el acetato de ciproterona como la espironolactrona tienen similar efecto

207: J Clin Endocrinol Metab. 2006 Oct;91(10):3970-80. Epub 2006 Jul 25. Treatment with flutamide, metformin, and their combination added to a hypocaloric diet in overweight-obese women with polycystic ovary syndrome: a randomized, 12-month, placebo-controlled study. Gambineri A, Patton L, Vaccina A, Cacciari M, Morselli-Labate AM, Cavazza C, Pagotto U, Pasquali R.

El uso de Metformina y Flutamida en el tratamiento dietetico en obesas con OPQ es beneficioso

237: Best Pract Res Clin Endocrinol Metab. 2006 Jun;20(2):221-34. Treatment of hirsutism and acne in hyperandrogenism. Moghetti P, Toscano V.

Los antiandrogenos es la mas efectiva terapia para el hirsutismo y la electrolysis y la fototermolisis con laser son los mejores procedimientos. Ninguno de estos procedimientos pueden ser permanentes

-----------------------------------------------------------------------------------------

Other management:

· laser hair removal 

· laser hair removal may reduce hair growth for up to 6 months ( 

· alexandrite and diode lasers associated with about 50% hair reduction for up to 6 months after final treatment 

· no clear evidence of effect for intense pulsed light, neodymium:YAG or ruby lasers 

· Reference - systematic review last updated 2006 Jul 31 (Cochrane Library 2006 Issue 4:CD004684)

· more expensive but faster and less painful than electrolysis); 
· ruby laser may provide hope for permanent hair removal, based on study of 13 volunteers; nonscarring alopecia induced by single treatment in all test areas on thighs or backs of 4 of 13 subjects at 6 months through 2 years (Arch Dermatol 1998 Jul;134:837 in Am Fam Physician 1998 Dec;58(9):2111 and in Arch Fam Med 1999 Jul-Aug;8(4):286) 

· laser hair removal appears safe, less painful than electrolysis and fairly effective; multiple treatments provide persistent effects in some patients (The Medical Letter 1999 Jul 30;41(1058):68) 

· laser-assisted hair removal appears safe; review of 900 treatments on 300 areas in 27 men and 129 women, perifollicular edema and posttreatment erythema were most common side effects but usually resolved within hours, Q-switched Nd:YAG laser had less side effects than long-pulse ruby laser or long-pulse alexandrite lasers although pretreatment approaches were different for different lasers (J Am Acad Dermatol 1999 Aug;41(2 Pt 1):165 in Modern Med 1999 Nov;67(11):53)
5: J Eur Acad Dermatol Venereol. 2008 Mar;22(3):311-5. Evaluation of safety and efficacy of variable pulsed light in the treatment of unwanted hair in 77 volunteers. Nahavandi H, Neumann R, Holzer G, Knobler R.

Los autores plantean que la luz pulsada intensa es un metodo efectivo de depilacion en pieles blancas con pelos oscuros, sin  muchos efectos indeseables

7: J Clin Endocrinol Metab. 2008 Feb 5 [Epub ahead of print] Evaluation and Treatment of Hirsutism in Premenopausal Women: An Endocrine Society Clinical Practice Guideline. Martin KA, Chang RJ, Ehrmann DA, Ibanez L, Lobo RA, Rosenfield RL, Shapiro J,

Montori VM, Swiglo BA.

Sugierern que deben ser evaluadas desde el punto de vista bioquimico aquellas mujeres con hirsutismo moderado o severo de comienzo subito y que tengan otras manifestaciones como trastornos menstruales, obesidad o clitoromegalia. Ademas de las medidas cosmeticas de remocion del pelo laser/fotodepilacion, sugiereen medicamentos especialmente ACO que puede adicionarse un antiandrogeno. Solo antiandrogenos no recomiendan si no se hace una adecuada anticoncepcion. Asimismo recomiendan drogas que disminuya la insulina

26: Lasers Surg Med. 2007 Dec;39(10):767-72. A randomised, split-face comparison of facial hair removal with the alexandrite laser and intense pulsed light system. 
McGill DJ, Hutchison C, McKenzie E, McSherry E, Mackay IR.

El laser alexandrite es superior a la luz pulsada en prolongar los lapsos libres de pelo y de reduccion final del conteo de pelo

181: Cochrane Database Syst Rev. 2006 Oct 18;(4):CD004684. Laser and photoepilation for unwanted hair growth. Haedersdal M, Gøtzsche PC.

Los tratamientos generan un temporario resultado de remocion del pelo. Se necesitan trabajos mas amplios con nuevas tecnologias de laser para evaluar resultados

Treatment overview:

· weight loss may reduce underlying hormonal imbalance 

· physical methods of hair removal include shaving, bleaching, depilatories, electrolysis and laser hair removal 

· electrolysis faster than most other methods, but may still take 2 years 

· laser hair removal faster and less painful than electrolysis in small controlled trial

· pharmacologic therapy takes 6 months to achieve clinically significant efficacy 

· spironolactone (Aldactone) 100 mg/day more effective than placebo, cyproterone acetate and possibly finasteride in randomized trials 

· finasteride (Proscar) 5-7.5 mg daily effective in 2 small randomized trials, but 2.5 mg as effective as 5 mg in 1 randomized trial 
· cyproterone acetate plus estradiol appears effective 
· eflornithine 13.9% (Vaniqa) cream FDA approved with marked benefit in large unpublished trials eflornithine cream further reduces hair growth on upper lip in patients having laser treatment)
· less well studied alternatives include 

· ketoconazole 600 mg PO daily 

· metformin 500 mg PO daily) 

· fennel cream 2% topically twice daily) 

· topical finasteride 0.25% cream

· basic treatment approach for polycystic ovary syndrome or idiopathic hirsutism 

· oral contraceptives or spironolactone as first-line therapy 

· finasteride as alternative therapy 

· gonadotropin-releasing hormone (GnRH) agonists can be added to suppress ovarian function

80: Dermatology. 2007;215(2):139-46. Unwanted facial hair: affects, effects and solutions.

Blume-Peytavi U, Gieler U, Hoffmann R, Lavery S, Shapiro J.

Un equipo denominado Trichoscan (40% de las mujeres)

