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 ( مقبرنةً لتوزُّعِ مجموعتي البح  لفقبً للفئبتِ العمريَّةِ.   6

 

 

≤

 



  / د. كنجو     55

 

 

 



  / د. كنجو     56

 

 

 

خفيفة



  / د. كنجو     57

 

 

 

 

 



  / د. كنجو     58

 

 

 

 



  / د. كنجو     59

 

 

 



  / د. كنجو     60

 

 

 
 

 

 



  / د. كنجو     61

 

 

جرعة الإيزوترتينوئين 
 الفموي الم ستخدَمَة

-Mann عدد البثرات
Whitney 

U 

P-value  

 أشهر 6بعد  بعد شهرين بداية العلاج



  / د. كنجو     62

 



  / د. كنجو     63

 

 

 

 



  / د. كنجو     64

 

 

 



  / د. كنجو     65

 

 

 



  / د. كنجو     66

 

 



  / د. كنجو     67

 

 



  / د. كنجو     68

 

 



  / د. كنجو     69

 

 



  / د. كنجو     70

 



  / د. كنجو     71

 

 

 



  / د. كنجو     72

 

 

≤



  / د. كنجو     73

 

 

 دراستنا المتغير

 

   

≤

 الفعالية

 



  / د. كنجو     74

 

 
  

  الأمان

 

 

 

 

 

 

https://pubmed.ncbi.nlm.nih.gov/?term=Geissler+SE&cauthor_id=16285647
https://pubmed.ncbi.nlm.nih.gov/?term=Geissler+SE&cauthor_id=16285647


  / د. كنجو     75

 

α



  / د. كنجو     76

 

 

 

 

 

 

 

 

 



  / د. كنجو     77

 

 

 

 



  / د. كنجو     78

 

 

1. Two AM, Wu W, Gallo RL, et al. Rosacea: part I. Introduction, 

categorization, histology, pathogenesis, and risk factors. J Am Acad Dermatol. 

2015 May. 72 (5):749-58; quiz 759-60. 

2. Gallo RL, Granstein RD, Kang S, et al. Standard classification and 

pathophysiology of rosacea: The 2017 update by the National Rosacea Society 

Expert Committee. J Am Acad Dermatol. 2018 Jan. 78 (1):148-155. 

3. Two AM, Wu W, Gallo RL, et al. Rosacea: part II. Topical and systemic 

therapies in the treatment of rosacea. J Am Acad Dermatol. 2015 May. 72 

(5):761-70; quiz 771-2. 

4. van Zuuren EJ, Kramer S, Carter B, et al. Interventions for rosacea. Cochrane 

Database Syst Rev 2011; :CD003262. 

5. Elewski BE, Draelos Z, Dréno B, et al. Rosacea - global diversity and 

optimized outcome: proposed international consensus from the Rosacea 

International Expert Group. J Eur Acad Dermatol Venereol 2011; 25:188. 

6. Buddenkotte J, Steinhoff M. Recent advances in understanding and managing 

rosacea. F1000Res. 2018. 7. 

7. Abram K, Silm H, Maaroos HI, et al. Risk factors associated with rosacea. J 

Eur Acad Dermatol Venereol 2010; 24:565. 

8. Chamaillard M, Mortemousque B, Boralevi F, et al. Cutaneous and ocular 

signs of childhood rosacea. Arch Dermatol 2008; 144:167. 

9. Li S, Cho E, Drucker AM, et al. Obesity and risk for incident rosacea in US 

women. J Am Acad Dermatol 2017; 77:1083. 

10. Li S, Cho E, Drucker AM, et al. Cigarette Smoking and Risk of Incident 

Rosacea in Women. Am J Epidemiol 2017; 186:38. 

11. Mc Aleer MA, Lacey N, Powell FC. The pathophysiology of rosacea. G Ital 

Dermatol Venereol 2009; 144:663. 

12. Yamasaki K, Gallo RL. The molecular pathology of rosacea. J Dermatol Sci 

2009; 55:77. 

13. Yamasaki K, Di Nardo A, Bardan A, et al. Increased serine protease activity 

and cathelicidin promotes skin inflammation in rosacea. Nat Med 2007; 

13:975. 

14. Zhao YE, Wu LP, Peng Y, et al. Retrospective analysis of the association 

between Demodex infestation and rosacea. Arch Dermatol 2010; 146:896. 

15. Lacey N, Delaney S, Kavanagh K, et al. Mite-related bacterial antigens 

stimulate inflammatory cells in rosacea. Br J Dermatol 2007; 157:474. 

16. Tan J, Berg M. Rosacea: current state of epidemiology. J Am Acad Dermatol 

2013; 69:S27. 

17. Jørgensen AR, Egeberg A, Gideonsson R, et al. Rosacea is associated with 

Helicobacter pylori: a systematic review and meta-analysis. J Eur Acad 

Dermatol Venereol 2017; 31:2010. 

18. Longuet-Perret I, Schmitt D, Viac J. Tumour necrosis factor-alpha is involved 

in the contrasting effects of ultraviolet B and ultraviolet A1 radiation on the 



  / د. كنجو     79

 

release by normal human keratinocytes of vascular permeability factor. Br J 

Dermatol 1998; 138:221. 

19. Crawford GH, Pelle MT, James WD. Rosacea: I. Etiology, pathogenesis, and 

subtype classification. J Am Acad Dermatol 2004; 51:327. 

20. Bae YI, Yun SJ, Lee JB, et al. Clinical evaluation of 168 korean patients with 

rosacea: the sun exposure correlates with the erythematotelangiectatic subtype. 

Ann Dermatol 2009; 21:243. 

21. McAleer MA, Fitzpatrick P, Powell FC. Papulopustular rosacea: prevalence 

and relationship to photodamage. J Am Acad Dermatol 2010; 63:33. 

22. Guzman-Sanchez DA, Ishiuji Y, Patel T, et al. Enhanced skin blood flow and 

sensitivity to noxious heat stimuli in papulopustular rosacea. J Am Acad 

Dermatol 2007; 57:800. 

23. Aubdool AA, Brain SD. Neurovascular aspects of skin neurogenic 

inflammation. J Investig Dermatol Symp Proc 2011; 15:33. 

24. Spoendlin J, Voegel JJ, Jick SS, et al. Migraine, triptans, and the risk of 

developing rosacea: a population-based study within the United Kingdom. J 

Am Acad Dermatol 2013; 69:399. 

25. Abram K, Silm H, Maaroos HI, et al. Risk factors associated with rosacea. J 

Eur Acad Dermatol Venereol 2010; 24:565. 

26. Thiboutot D, Anderson R, Cook-Bolden F, et al. Standard management 

options for rosacea: The 2019 update by the National Rosacea Society Expert 

Committee. J Am Acad Dermatol. 2020 Jun;82(6):1501-1510. 

27. Wilkin J, Dahl M, Detmar M, et al. Standard classification of rosacea: Report 

of the National Rosacea Society Expert Committee e on the Classification 

and Staging of Rosacea. J Am Acad Dermatol 2002; 46:584. 

28. Gallo RL, Granstein RD, Kang S, et al. Standard classification and 

pathophysiology of rosacea: The 2017 update by the National Rosacea Society 

Expert Committee. J Am Acad Dermatol 2018; 78:148. 

29. Tan J, Almeida LM, Bewley A, et al. Updating the diagnosis, classification 

and assessment of rosacea: recommendations from the global ROSacea 

COnsensus (ROSCO) panel. Br J Dermatol 2017; 176:431. 

30. TaslÎca R, Georgescu CV, PĂtraŞcu V. Adenoid Cystic Basal Cell Carcinoma 

Arising in Rhinophyma. Curr Health Sci J. 2020 Jul-Sep;46(3):309-314. 

31. van Zuuren, E.J., Arents, B.W.M., van der Linden, M.M.D. et al. Rosacea: 

New Concepts in Classification and Treatment. Am J Clin Dermatol. 

2021; 22, 457–465.  

32. Brown TT, Choi EY, Thomas DG, et al. Comparative analysis of rosacea and 

cutaneous lupus erythematosus: histopathologic features, T-cell subsets, and 

plasmacytoid dendritic cells. J Am Acad Dermatol 2014; 71:100. 

33. Hsu CK, Hsu MM, Lee JY. Demodicosis: a clinicopathological study. J Am 

Acad Dermatol 2009; 60:453. 

34. Ji-In Seo, Min Kyung Shin. Lupus Miliaris Disseminatus Faciei versus 

Granulomatous Rosacea: A Case Report . Case Reports in Dermatology. 

2021; 13:321–329. 

35. Al-Mutairi N. Nosology and therapeutic options for lupus miliaris 

disseminatus faciei. J Dermatol 2011; 38:864. 



  / د. كنجو     80

 

36. Barzilai A, Feuerman H, Quaglino P, et al. Cutaneous B-cell neoplasms 

mimicking granulomatous rosacea or rhinophyma. Arch Dermatol 2012; 

148:824. 

37. Coutinho JC, Westphal DC, Lobato LC, et al. Rosacea fulminans: unusual 

clinical presentation of rosacea. An Bras Dermatol. 2016 Sep-Oct;91(5 suppl 

1):151-153.   

38. Schaller M, Almeida LM, Bewley A, et al. Rosacea treatment update: 

recommendations from the global ROSacea COnsensus (ROSCO) panel. Br J 

Dermatol 2017; 176:465. 

39. Aksoy B, Altaykan-Hapa A, Egemen D, et al. The impact of rosacea on 

quality of life: effects of demographic and clinical characteristics and various 

treatment modalities. Br J Dermatol 2010; 163:719. 

40. Kassir R, Kolluru A, Kassir M. Intense pulsed light for the treatment of 

rosacea and telangiectasias. J Cosmet Laser Ther 2011; 13:216. 

41. Dirschka T, Tronnier H, Fölster-Holst R. Epithelial barrier function and atopic 

diathesis in rosacea and perioral dermatitis. Br J Dermatol 2004; 150:1136. 

42. Draelos ZD. Facial hygiene and comprehensive management of rosacea. Cutis 

2004; 73:183. 

43. Pelle MT, Crawford GH, James WD. Rosacea: II. Therapy. J Am Acad 

Dermatol 2004; 51:499. 

44. Draelos ZD. Colored facial cosmetics. Dermatol Clin 2000; 18:621. 

45. Maxwell EL, Ellis DA, Manis H. Acne rosacea: effectiveness of 532 nm laser 

on the cosmetic appearance of the skin. J Otolaryngol Head Neck Surg 2010; 

39:292. 

46. Webster GF. An open-label, community-based, 12-week assessment of the 

effectiveness and safety of monotherapy with doxycycline 40 mg (30-mg 

immediate-release and 10-mg delayed-release beads). Cutis 2010; 86:7. 

47. Layton AM, Schaller M, Homey B, et al. Brimonidine gel 0.33% rapidly 

improves patient-reported outcomes by controlling facial erythema of rosacea: 

a randomized, double-blind, vehicle-controlled study. J Eur Acad Dermatol 

Venereol 2015; 29:2405. 

48. Gillihan R, Nguyen T, Fischer R, et al. Erythema in Skin Adjacent to Area of 

Long-term Brimonidine Treatment for Rosacea: A Novel Adverse Reaction. 

JAMA Dermatol 2015; 151:1136. 

49. Docherty JR, Steinhoff M, Lorton D, et al. Multidisciplinary Consideration of 

Potential Pathophysiologic Mechanisms of Paradoxical Erythema with Topical 

Brimonidine Therapy. Adv Ther 2016; 33:1885. 

50. Fowler J Jr, Jackson M, Moore A, et al. Efficacy and safety of once-daily 

topical brimonidine tartrate gel 0.5% for the treatment of moderate to severe 

facial erythema of rosacea: results of two randomized, double-blind, and 

vehicle-controlled pivotal studies. J Drugs Dermatol 2013; 12:650. 

51. Del Rosso JQ, Tanghetti E. Topical Oxymetazoline Hydrochloride Cream 1% 

for the Treatment of Persistent Facial Erythema of Rosacea in Adults: A 

Comprehensive Review of Current Evidence. J Clin Aesthet Dermatol. 2021 

Mar;14(3):32-37.  



  / د. كنجو     81

 

52. Garg G, Thami GP. Clinical efficacy of tacrolimus in rosacea. J Eur Acad 

Dermatol Venereol 2009; 23:239. 

53. van Zuuren EJ, Fedorowicz Z, Carter B, et al. Interventions for rosacea. Cochrane 

Database Syst Rev 2015; :CD003262. DOI: 10.1002/14651858.CD003262.pub5. 

54. Wolf JE Jr, Del Rosso JQ. The CLEAR trial: results of a large community-

based study of metronidazole gel in rosacea. Cutis 2007; 79:73. 

55. Elewski BE, Fleischer AB Jr, Pariser DM. A comparison of 15% azelaic acid 

gel and 0.75% metronidazole gel in the topical treatment of papulopustular 

rosacea: results of a randomized trial. Arch Dermatol 2003; 139:1444. 

56. Thiboutot DM, Fleischer AB Jr, Del Rosso JQ, et al. Azelaic acid 15% gel 

once daily versus twice daily in papulopustular rosacea. J Drugs Dermatol 

2008; 7:541. 

57. Stein Gold L, Kircik L, Fowler J, et al. Long-term safety of ivermectin 1% 

cream vs azelaic acid 15% gel in treating inflammatory lesions of rosacea: 

results of two 40-week controlled, investigator-blinded trials. J Drugs 

Dermatol 2014; 13:1380. 

58. Pelle MT, Crawford GH, James WD. Rosacea: II. Therapy. J Am Acad 

Dermatol 2004; 51:499. 

59. Breneman D, Savin R, VandePol C, et al. Double-blind, randomized, vehicle-

controlled clinical trial of once-daily benzoyl peroxide/clindamycin topical gel 

in the treatment of patients with moderate to severe rosacea. Int J Dermatol 

2004; 43:381. 

60. Wilkin JK, DeWitt S. Treatment of rosacea: topical clindamycin versus oral 

tetracycline. Int J Dermatol 1993; 32:65. 

61. Altinyazar HC, Koca R, Tekin NS, et al. Adapalene vs. metronidazole gel for 

the treatment of rosacea. Int J Dermatol 2005; 44:252. 

62. Chang AL, Alora-Palli M, Lima XT, et al. A randomized, double-blind, 

placebo-controlled, pilot study to assess the efficacy and safety of clindamycin 

1.2% and tretinoin 0.025% combination gel for the treatment of acne rosacea 

over 12 weeks. J Drugs Dermatol 2012; 11:333. 

63. Koçak M, Yağli S, Vahapoğlu G, et al. Permethrin 5% cream versus 

metronidazole 0.75% gel for the treatment of papulopustular rosacea. A 

randomized double-blind placebo-controlled study. Dermatology 2002; 

205:265. 

64. Bamford JT, Elliott BA, Haller IV. Tacrolimus effect on rosacea. J Am Acad 

Dermatol 2004; 50:107. 

65. Fujiwara S, Okubo Y, Irisawa R, et al. Rosaceiform dermatitis associated with 

topical tacrolimus treatment. J Am Acad Dermatol 2010; 62:1050. 

66. Korting HC, Schöllmann C. Tetracycline actions relevant to rosacea treatment. 

Skin Pharmacol Physiol 2009; 22:287. 

67. Bagatin E, Costa CS, Rocha MA, et al. Consensus on the use of oral 

isotretinoinin dermatology - Brazilian Society of Dermatology. An Bras 

Dermatol. 2020;95(S1):19---38. 

68. Park H, Del Rosso JQ. Use of oral isotretinoin in the management of rosacea. 

J Clin Aesthet Dermatol. 2011 Sep;4(9):54-61 



  / د. كنجو     82

 

69. Erdogan FG, Yurtsever P, Aksoy D, Eskioglu F. Efficacy of low-dose 

isotretinoin in patients with treatment-resistant rosacea. Arch Dermatol 1998; 

134:884. 

70. Gollnick H, Blume-Peytavi U, Szabó EL, et al. Systemic isotretinoin in the 

treatment of rosacea - doxycycline- and placebo-controlled, randomized clinical 

study. J Dtsch Dermatol Ges 2010; 8:505. DOI: 10.1111/j.1610-

0387.2010.07345.x 

71. Sbidian E, Vicaut É, Chidiack H, et al. A Randomized-Controlled Trial of Oral 

Low-Dose Isotretinoin for Difficult-To-Treat Papulopustular Rosacea. J Invest 

Dermatol 2016; 136:1124. doi:10.1016/j.jid.2016.01.025 

72. Turjanmaa K, Reunala T. Isotretinoin treatment of rosacea. Acta Derm 

Venereol 1987; 67:89. 

73. Bryld LE, Jemec GB. Photodynamic therapy in a series of rosacea patients. J 

Eur Acad Dermatol Venereol 2007; 21:1199. 

74. Togsverd-Bo K, Wiegell SR, Wulf HC, et al. Short and limited effect of long-

pulsed dye laser alone and in combination with photodynamic therapy for 

inflammatory rosacea. J Eur Acad Dermatol Venereol 2009; 23:200. 

75. Bakar O, Demircay Z, Toker E, et al. Ocular signs, symptoms and tear 

function tests of papulopustular rosacea patients receiving azithromycin. J Eur 

Acad Dermatol Venereol 2009; 23:544. 

76. Lane JE, Khachemoune A. Use of intense pulsed light to treat refractory 

granulomatous rosacea. Dermatol Surg 2010; 36:571. 

77. Kroshinsky D, Glick SA. Pediatric rosacea. Dermatol Ther 2006; 19:196. 

78. Gonser LI, Gonser CE, Deuter C, et al. Systemic therapy of ocular and 

cutaneous rosacea in children. J Eur Acad Dermatol Venereol 2017; 31:1732. 

79. Strauss JS. Rosacea fulminans. J Eur Acad Dermatol Venereol 2001; 15:385. 

80. Marius Rademaker. Very low-dose isotretinoin in mild to moderate 

papulopustular rosacea; a retrospective review of 52 Patients. Australas J 

Dermatol. 2018 Feb;59(1):26-30. doi: 10.1111/ajd.12522 

81. Jurado-Santa Cruz F, Torres-Victoria TR, Peralta-Pedrero ML, Garza- Zúñiga 

MJ, Morales-Sánchez MA.  Efficacy and safety of two isotretinoin treatment 

schemes in adults with rosacea: randomized clinical trial. Rev Cent Dermatol 

Pascua. 2020; 29 (2-3): 47-55. doi: 10.35366/99916 

82. Geissler SE, Michelsen S, Plewig G. Very low dose isotretinoin is effective in 

controlling seborrhea. J Dtsch Dermatol Ges. 2003; 1: 952–8. 

83. Rademaker M, Wishart J, Birchall N. Isotretinoin 5 mg daily for low-grade 

adult acne vulgaris – a placebo controlled, randomized double-blind study. J. 

Eur. Acad. Dermatol. Venereol. 2014; 28: 747–54. 

84. Ni Raghallaigh S, Bender K, Lacey N et al. The fatty acid profile of the skin 

surface lipid layer in papulopustular rosacea. Br. J. Dermatol. 2012; 166: 279–

87. 

85. Borovaya A, Dombrowski Y, Zwicker S et al. Isotretinoin therapy changes the 

expression of antimicrobial peptides in acne vulgaris. Arch. Dermatol. Res. 

2014; 306: 689–700. 

86. Rademaker M. Isotretinoin: dose, duration and relapse. What does 30 years of 

usage tell us?. Australas. J. Dermatol. 2013; 54: 157–62. 



  / د. كنجو     83

 

87. Rademaker M. Adverse effects of isotretinoin. A retrospective study of 1743 

patients. Australas. J. Dermatol. 2010; 51: 248–53. 

88. Thomas K, Yelverton CB, Yentzer BA et al. The cost-effectiveness of rosacea 

treatments. J Dermatolog Treat. 2009; 20: 72–5. 
 



  / د. كنجو     84

 

 انموافقتُ انمُستنيرةُ:(: 0انمهحق رقم )

 

 

 

 

 

 



  / د. كنجو     85

 

 :(: استمبرةُ انبحث4انمهحق رقم )

 



  / د. كنجو     86

 

 (Abstractببنهُّغتِ الإنكهيزيَّتِ )انمُهخَّص 

 

 

Background: Rosacea is an inflammatory skin disease that affects quality of 

life. Isotretinoin is a therapeutic alternative in severe cases. Controversy exists 

about the efficacy of low-dose isotretinoin for the treatment of papulopustular 

rosacea  

 

Aim: This study aims to evaluate the efficacy and safety of low-dose 

isotretinoin for the treatment of moderate to severe papulopustular rosacea  

 

Materials and methods: Randomized clinical trial enrolling 42 patients with 

moderate to severe papulopustular rosacea conducted at Hospital of 

Dermatology, Damascus University, Syria, during the period between 

December 2019 and July 2021. Participants were randomly assigned to two 

doses of isotretinoin; one group received 0.25 mg/kg/day and the other 0.15 

mg/kg/day for 6 months. The response variables were the lesions count, the 

level of erythema and telangiectasia at zero, 2, and 6 months. Recurrence was 

assessed at 9 months.  
 

Results: After six months of treatment, the response was excellent or good in 

71.4% (30/ 42) of patients. The reduction in the number of papules and 

pustules was similar in both groups. The level of erythema improved in both 

groups, as did the level of telangiectasia. 

After two months of isotretinoin treatment, 17 patients (40.5%) experienced 

adverse effects, the most common being dry skin, followed by abdominal pain, 

and cheilitis. However, there was no significant difference in the rate of 

adverse effects between the two groups. An increase in gamma glutamyl 

transferase, triglycerides, total cholesterol, and LDL cholesterol was observed 

in patients who received 0.25 mg/kg/day, although the differences were 

statistically significant, they were not clinically significant and did not warrant 

discontinuation of treatment in either group. 

  

 

 

Conclusion: The efficacy and safety of both isotretinoin dose schedules are 

similar, due to this results the use of isotretinoin 0.15 mg/kg/day is 

recommended for patients with moderate to severe papulopustular rosacea. 

 

 

 

Keywords: Rosacea, isotretinoin, very low –dose, efficacy. 
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