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CYCLOSPORIN CORTICOSTEROID

1970: Borel tim hoat chat khang nam 1935: Kendall dau tién mé ta cortisone
(Tolypocladium inflatum gams) 1948: (rng dung trong diéu tri viém khdp dang thap
1976: hoat tinh trc ché mién dich manh 1951: &rng dung trong nhiéu bénh li da

1979: tinh co thay hiéu qua diéu trji vay nén khi 1980s: methylprednisolone IV liéu cao: lui bénh
th& nghiém trén viém khé&p dang thap va viém nhanh hon vdi nguy co diéu tri thip hon

khé&p vay nén

Thudéc nhém 1én
glucocorticoid

Glucocorticoids

Thuéc nhom:
trc ché calcineurin

Encyclopedia of Infection and Immunity. 2022 Apr 8:726-740. -

Doi: 10.1016/B978-0-12-818731-9.00068-9
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US Food and Drug Approved Indications
Administration-Approved Other Countries®
Indications
Psoriasis™14 Psoriasis
Severe psoriasis Atopic dermatitig?>—@
Recalcitrant, treatment-resistant
psoriasis
Disabling psoriasis (including local-
ized versions such as hand and
foot psoriasis)

Other Dermatologic Uses (0ff-Label)

Papulosquamous dermatoses Granulomatous dermatoses
Lichen planus =" Granuloma annulare™-=*

Sarcoidosis™
Bullous dermatoses

Pemphigus®-Z Disorders of keratinization
Pemphigoid-28 Pityriasis rubra pilaris5.57
Epidermolysis bullosa acquisita®
Linear IgA bullous dermatosis™?

Photosensitivity dermatoses

Chronic actinic dermatitis3®

Autoimmune connective tissue
diseases

Dermatomyositis®1-33

Lupus erythematosus®

Scleroderma3s-3&

Other dermatoses
Eosinophilic cellulitis®
Kimura's disease®™

Morphea®’

Prurigo nodularis®?
Neutrophilic dermatoses Papular erythroderma of Ofu;ji®
Behget disease®®.*0 Persistent papular acantholytic
Pyoderma gangrenosum®-4 dermatosis®

Purpura pigmentosa chronica®
Reactive arthritist®
Scleromyxedema®™

Alopecia Stevens-Johnson syndrome/toxic
Alopecia areata®0 epidermal necrolysis®™-"0
Lichen planopilaris®’ Urticaria

Dermatitis
Atopic dermatitig®3-4&

Chronic urticaria” >
Cold urticaria™
Solar urticaria™

fustralia and European Union.

Stephen Wolverton, Jashin Wu - Comprehensive
Dermatologic Drug Therapy-Elsevier (2020).pdf
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Bullous Dermatoses

Pemphigus vulgaris/superficial forms? =%
Bullous pemphigoid® *

Mucous membranefcicatricial pemphigoid®=+2
Herpes gestationis’==14

Epidermolysis bullosa acquisita’**

Linear IgA bullous dermatosis! #2120
Stevens—=Johnson syndrome/TEN 44-53
Erythema multiforme major®

Autoimmune Connective Tissue Diseases
Lupus erythematosus'"~* (systemic®)
Dermatomyosifis® 134128

Systemic sclerosis or diffuse morphea
Eosinophilic fasciitis

Mixed connective tissue disease
Relapsing polychondritis

Vasculitis
Cutanepus'##-147
Systemic’ 4

Neutrophilic Dermatoses
Pyoderma gangrenosum 613
Behget disease/aphthous ulcers13+-133
Sweet syndrome? 36157

Dermatitis/Papulosquamous Dermatoses
Contact dermiatitis™*

Afopic dermatitis™

Exfoliative erythroderma®

Lichen planus®38-18

Other Dermatoses

DRESS syndrome

Sarcoidogis™ 1=

Sunburn®= or photodermatitis

Urticaria (severe?) =

Androgen excess (acnefhirsutism)™ =

Prevention of isotretinoin-induced acne fulminans

5 Food and Drug Administraion-approved indicafions.
[DAESS, Dnag reaction with eosinophilia and systamic sympioms.

Stephen Wolverton, Jashin Wu - Comprehensive
Dermatologic Drug Therapy-Elsevier (2020).pdf
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Renal
Renal dysfunction

Cardiovascular
Hypertension

Neurologic

Tremor

Headache

Paresthesia, hyperesthesia

Mucocutaneous

Hypertrichosis
Gingival hyperplasia

Gastrointestinal

MNausea, abdominal discomfort
Diarrhea

Musculoskeletal
Myalgia, lethargy
Arthralgia

Laboratory Abnormalities

Hyperkalemia

Hyperuricemia (occasionally precipitates gout)
Hypomagnesemia

Hyperipidemia

Rarely: hyperbifirubinemia

Stephen Wolverton, Jashin Wu - Comprehensive

Dermatologic Drug Therapy-Elsevier (2020).pdf
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Hypothalamic-Pituitary-Adrenal Axis
Steroid withdrawal syndrome
Addisonian crisis

Metabolic

Glucocorticoid effects

Hyperglycemia

Increased appetite (and weight)

Mineralocorticoid Effects (as a Result of Sodium Retention, Potassium
Loss)

Hypertension

Congestive heart failure

Excessive weight gain

Hypokalemia

Lipid Effects (1 Lipolysis and Altered Fat Deposition)
Hypertriglyceridemia

Cushingoid changes

Bone

Dsteoporosis
Osteonecrosis
Hypocalcemia (indirectly)

Gastrointestinal
Peptic ulcer disease
Bowel perforation
Fatty liver changes
Esophageal reflux
Nausea, vomiting

Ocular

Cataracts

Glaucoma

Infections especially staphylococcal

Refraction changes (from corticosteroid-induced hyperglycemia)

Stephen Wolverton, Jashin Wu - Comprehensive
Dermatologic Drug Therapy-Elsevier (2020).pdf

72-75,119
Psychiatric

Psychosis

Agitation or personality change
Depression

(Prednisone phobia or dependency)

MNeurologic
Pseudotumor cerebri
Epidural ippmatosis
Peripheral neuropathy

Infectious

Tuberculosis reactivation
Opportunistic—deep fungi, others
Pralonged herpes virus infections

Muscular
Myopathy (with muscle atrophy)

Pediatric
Growth impairment

Cutaneous
See Table 13.6

Pulse Therapy
Bectrolyte shifts
Cardiac dysrhythmias
Seizures

Other

‘Opportunistic’ malignancies
Teratogenicity—doubtful
Menstrual irregularity



EPIDERMIS

DERMIS

BLOOD

SJS/TEN PATHOGENESIS

SJS/TEN anh hwédng dén I&p biéu bi do sw
twong tac giltra cac té bao mién dich tac déng gay

m,\ qmuw'n.'i‘.‘. gmm bénh véi cac epitope da duoc tfgué‘c bié‘n dbi, duoc
2{\;;@/ '; @ Qw ; trinh dién bdi HLA jtren bé mat te, bao swng. Cac té
\ \o,i\ / * ) bao T déc CD8+, té bao NK va té bao NKT nhan
f éﬂm | “’;mf spcle dién epitope HLA-thudc sé san sinh cac protein gay
,'“.wg.i’./\-\o.;';“.&_ g N e ly giai t& bao nhw granulysin cung céc; chat trung

g}‘,\, . @ -~ gian gay viém khac. Hé qua la sw chét lan rong cua
‘.wgr'anusys-nnm. s té bao strng, hinh thanh cac bong nwéc chira té bao
bl":::::::jj::j::jj::"‘{ ““““ mién dich, cudi cung dan dén hoai t&r biéu bi va

( o S ‘\, i o bong tréc da.
| Ak i i
\ f(_eia_“ic_ytf____;:t_g_fi"_“ivf'_" _____ i

detachment

erosive
hemorrhagic
lesions

pain weakness

J Allergy Clin Immunol Pract. 2018 Jan-Feb;6(1):38-69.
Doi: 10.1016/j.jaip.2017.11.023.
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* Fig. 17.2 Mechanisms for cyclosporine and related calcineurin inhibitors. /L, Interleukin; Mf
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Stephen Wolverton, Jashin Wu - Comprehensive
Dermatologic Drug Therapy-Elsevier (2020).pdf
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B]D
CONCISE COMMUNICATION British Journal of Dermatolggy

Open trial of ciclosporin treatment for Stevens—johnson
syndrome and toxic epidermal necrolysis

L. Valeyrie-Allanore, P. Wolkenstein, L. Brochard,* N. Ortonne,t B. Maitre,} J. Revuz, M. Bagot and
].C. Roujeau

Department of Dermatology, Reference Centre for Toxic and Autoimmune Blistering Diseases, *Department of Medical Intensive Care Unit, TDepartment of

Pathology and §Department of Pneumology, Hépital Henri Mondor, Université Paris XII, F-94010 Créteil, France

ORIGINAL ARTICLE

Retrospective review of Stevens-Johnson syndrome/
toxic epidermal necrolysis treatment comparing
intravenous immunoglobulin with cyclosporine

Mark G. Kirchhof, MD, PhD," Monica A. Miliszewski, MD," Sheena Sikora, MD,"
Anthony Papp, MD, PhD,” and Jan P. Dutz, MD**
Vancouwver, British Columbia, Canada

CORTICOSTEROID
CHUNG CU' Y KHOA
Corticosteroid Therapy in an
Additional 13 Cases of
Stevens-Johnson Syndrome:
A Total Series of 67 Cases

Anju Tripathi, M.D., Anne M. Ditto, M.D., Leslie C. Grammer, M.D.,
Paul A. Greenberger, M.D., Kris G. McGrath, M.D., C. Raymond Zeiss, M.D., and
Roy Patterson, M.D.
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Cyclosporine in Stevens Johnson syndrome
and toxic epidermal necrolysis and retrospective
comparison with systemic corticosteroid

Use of cyclosporine for the

treatment of Stevens-Johnson

S}fndrumt:ftuxic f:pidt:rmal e Table 3: Data of mortality of patients of SJS/TEN managed by cyclosporine and corticosteroid
. T pected mortality Cyclosporine group Corticosteroid group
necrolysis

G. K. Singh, Manas Chatterjee, Rajesh Verma’

No. of patients No. of death No. of patients No. of death
Table II. Comparison of outcomes between treatment groups Predicted | Actual Predicted death | Actual death

Outcome Cyclosporine Systemic corticosteroids P value | 0.16 0 0.16 1

Mean time to cessation of new lesions, d (SD) 2.8 (1.4) 2.2 (1.4) .19 0.60 0
Mean time to complete re-epithelialization, d (SD) 9.6 (2.8) 14.1 (2.4) 0001 0.35 0.35
Mean duration of hospitalization, d (SD) 10.5 (3.1) 17.9 (13.3) 05

57 90

Total
J Am Acad Dermatol. 2021 Aug;85(2):512-513. SJS: Stevens Johnson syndrome, TEN: Toxic epidermal necrolysis
Doi: 10.1016/j.jaad.2018.09.063. Epub 2019 Jan 8.

SD, Standard deviation.

Indian J Dermatol Venereol Leprol. 2013 Sep-Oct;79(5):686-92.
Doi: 10.4103/0378-6323.116738.

Giudice et al, 201719
Gonzalez-Herrada et al, 201720

Kirchhof et al, 20140 JInflamm Res. 2018 Mar 28:11:135-142.
Lee et al, 2017% Doi: 10.2147/JIR.S160964. eCollection 2018.
Mohanty et al, 201722
Rajaratnam et al, 20102 Journal of Inflammation Research Dove
Reese et al, 2011°
Singh et al, 2013V
Valeyrie-Allanore et al, 2010%°

ORIGINAL RESEARCH

| A meta-analysis of cyclosporine treatment for
Total (fixed effects)
Total (random effects) Stevens—Johnson syndrome/toxic epidermal
necrolysis

Standardized mortality ratio (95% CI)




Pharmacology and therapeutics

A retrospective analysis of Stevens—Johnson syndrome/toxic
epidermal necrolysis treated with corticosteroids

Wenmin Liu, PhD, Xiaojuan Nie, PhD, and Li Zhang, PhD

Table 5 Comparison of expected and actual mortality rates between patients with toxic epidermal necrolysis (TEN) and

Stevens—Johnson syndrome (SJS) treated with corticosteroids

Low-dose group High-dose group

SCORTEN Expected mortality, % Patients, n Expected death Actual death Patients, n

Expected death Actual death

1 3.2% 16 0.512 0 5 0.160 0
2 12.1% 22 2.662 0 6 0.726 0
3 35.3% 11 3.883 1 2 0.706 0
E 58.3% 5 2915 1 3 1.749 2
Total 54 9.972 2 16 3.34 2
SMR (95% CI) 0.20 (0.06-0.73)* 0.60 (0.12-2.94)
95% Cl, 95% confidence interval; SMR, standardized mortality ratio.
2Statistically significant difference between expected and actual mortality rates.

Int J Dermatol. 2016 Dec;55(12):1408-1413.

Doi: 10.1111/ijd.13379. Epub 2016 Sep 22.

Infections

Research Article
Retrospective Analysis of Corticosteroid Treatment in

Stevens-Johnson Syndrome and/or Toxic Epidermal Necrolysis
over a Period of 10 Years in Vajira Hospital, Navamindradhiraj

University, Bangkok

Dermatol Res Pract. 2014 Jun 15;2014:237821.
Doi: 10.1155/2014/237821

Skin infection
Hospital-acquired
pneumonia
Sepsis

Length of stay

Death

CORTICOSTEROID

B|D
CLINICAL AND LABORATORY INVESTIGATIONS British Journal of Dermatol“o]gy

The role of prior corticosteroid use on the clinical course of
Stevens-Johnson syndrome and toxic epidermal necrolysis:
a case—control analysis of patients selected from the
multinational EuroSCAR and RegiSCAR studies

H.Y. Lee," A. Dunant,>3 P. Sekula,* M. Mockenhaupt,> P. Wolkenstein,? L. Valeyrie-Allanore,? L. Naldi,®
S. Halevy” and J.C. Roujeau®

JDermulo]ogy Unit, Singapore General Hospital, Singapore, Singapore

ZDEpuertﬂl of Dermatology, Relerence Center for Toxic and Autoimmune Blistering Diseases, Hopital Henri Mondor, APHP, EA 4393, UPEC, France
*Biostatistics and Epidemiology Unit, Institut Gustave-Roussy, Villejuif, France

“Institute of Medical Biometry and Medical Informatics, University Medical Center, Freiburg, Germany

*Department of Dermatology, Dokumentationszentrum schwerer Hautreaktionen (dZh), University Medical Center, Freiburg, Germany

“Department of Dermatology, GISED Study Center, Azienda Ospedaliera Ospedali Riuniti di Bergamo, Bergamo, Italy

?Department of Dermatology, Soroka University Medical Center, Faculty of Health Sciences, Ben-Gurion University of the Negev, Beer Sheva, Israel

9(173)  6(16.6) 0.905
7 (13.7) 4(111) 0.718
7(137) 8(22.2) 0.301
192+ 158 13.9+96 0.287
7 (13.7) 9 (25) 0.181
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CYCLOSPORIN CORTICOSTEROID

CAN NHAC CHON LUA CAN NHAC CHON LUA

1. Mirc d6 nghiém trong va tién trién bénh
- TEN hoac SJS nang hon - diéu tr| &rc ché mién dich manh hon = g:yclospo[ine 1277
- Corticosteroid c6 thé dwoc can nhac trong giai doan dau hoac khi can rc ché viém nhanh.

2. Kha nang twong tac thubc

- Cyclosporin: D& twong tac vé&i nhiéu thude chuyén héa qua enzym CYP3A4 (khang sinh, khang vi-rat,
khang nam).

- Corticosteroid: it twong tdc hon nhwng van lwu y néu bénh nhan dang dung thuéc anh huwéng dén chuyén
hoa corticoid (nhw rifampicin).

3. Tac dung phu cta tieng loai thuéq
- Cyclosporin: Béc than, tang huyét ap ;
- Corticosteroid: C6 nguy co loét da day, tdng dwong huyét, lodng xwong, nhiém tring, hodc cham lanh vét
thwong.



CYCLOSPORIN CORTICOSTEROID

CAN NHAC CHON LUA CAN NHAC CHON LUA

4. Bénh Iy nén cGa bénh nhan
- Bé&nh than hodc tang huyét: cyclosporin can dwoc can nhac kY.
- V&i bénh nhan cé nguy co bién chirng chuyén hoa (dai thao dwong, hdi chirng chuyén héa), corticosteroid
c6 thé 1am bénh trdm trong hon.

5. Tubi tac va strc khde tbng quat: Bénh nhan 1&n tudi hodc téng trang yéu co thé nhay cdm hon véi tac dung
phu cua corticosteroid.

6. Tién st bénh ly va dap tng thubc trwde day: tién st di ('ng hodc khéng dung nap v&i corticosteroid hodc
cyclosporin



CYCLOSPORIN CORTICOSTEROID

CAN NHAC CHON LUA CAN NHAC CHON LUA

7. Kha nang tiép can diéu trj va chi phi
- Cyclosporin: dat hon va yéu cau theo doi chirc nang than thwong xuyén.
- Corticosteroid dé tiép can hon nhwng can kiém soat cac bién chirng lién quan.

8. Tai liéu va hwéng dan lam sang, chiing c y khoa
- Uu tién cyclosporin vi kha nang trc ché T-cell va giam ty 1€ tt’f’vong hiéu qua hon & cac trwdng hop TEN
nang. Tuy nhién, corticosteroid van la moét Iwa chon khi khéng thé dung cyclosporin.



KET LUAN

 Cyclosporin nhiéu chi*rng c&t hon, nhung it dugc st dung hon
Corticosteroid

* Cyclosporin cai thién tién lwong tir vong
 TAc dung phu cta Cyclosporin c6 thé gay khé khan cho BS 1dm sang
trong viéc theo doi SIS-TEN

* Chon lwa Cyclosporin hay Corticosteroid tuy vao kinh nghiém va danh
giad cua BS |am sang
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