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Brave carer: the patient is more than just themselves

http://www.mirror.co.uk/3am/tv-film-news/brave-youngsters-who-losing-out-4610996
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The consultation

Me: You're looking jaundiced today- that’s a big
change compared to last time | saw you C.

C: Yeah, I'm really itchy and my eyes have gone
yellow.

Me: Oh, you may need more steroids while we
work out what is going on.

C: No- them things make me fat and ugly.

The art: individualized care
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Guidelines are guidelines

Vihat are the guidelines?”

et/files/2011/1

Causes of medication nonadherence

* Limited communication between clinician and patient

* Developmental issues in adolescence

« Limited trust by the patient and society for health care providers and
health care systems

« Complexity of the health care system

* Unhappiness with or lack of knowledge regarding medication adverse effects

« Circumscribed understanding of psychiatric problems by the patient/caregivers
= Cost of treatment

= Complications of comorbid conditions

http://www.psychiatrictimes.com/child-adolescent-psychiatry/strategies-improve-
medication-adherence-youths

Strategy Potential Advantages

Adherence education - Encourages patients to learn about medications

Might encourage adherence
- Helps reporting of treatment-related adverse effects

« Encourages identification of barriers to adherence
and consider potential solutions to overcome them

Directly observed therapy

Discuss adherence barriers

Encourage pill sorting Helps establish routine

Helps establish routine

Medication diary Allows identification of patterns of missed doses

Reminder alarms Helps establish routine

Provides social support to take medications as

Support group prescribed, report treatment-related adverse effects

http://www.hepatitisc.uw.edu/doc/151-1/potential-strategies-to-maximize-adherence-during-
chronic-hepatitis-c-treatment.jpg
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Why do we use immunosuppression?

¢ Quality of life
— Stool frequency
— Fatigue
— Pain
— Fear

¢ Quantity of life

— What do patients understand?

— What do they choose?

The false dawn

ALP <1.67x ULN
143/1094

w ALP > 1.67x ULN
210/729

Lammers et al. EASL 2013 International
PBC Supergroup

Be clear where benefits exist

a0 Treated

% Surviving

Controls

Follow-up (years)

Kirk AP, Jain S, Pocock S et al. Late results of the Royal Free Hospital
prospective controlled trial of prednisolone therapy in hepatitis B surface
antigen negative chronic active hepatitis. Gut 1980; 21: 78-83.




BRITISH MEDICAL JOURNAL
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CORTISONE IN ULCERATIVE COLITIS

FINAL REPORT ON A THERAPEUTIC TRIAL

TasLE IX.—Position at the End of Nine Months' Follow-up

First Atiacks Relapses
Cortisone | Control | Cortisone | Control
roup | Group | Growp oup
Symptom-free throughout.. | 21 8 23 26
Alive with symptoms= _ s 0 .
@Ml {[otermitient | 3, L 1 17 : 12
Tncermiticat | 2 bt
) Severe § Continuous zis HY ap? syt
Alive with ileoStomy .. | 3 7 1 5
Dead . N 9t 4t 6
Totls .. | 43 38 6 7]
¢ Includes 2 deaths after ileostomy.

+Includes 7 deaths after ileostomy.

omy, .

1 1 suicide, 1 death from haemolytic anaemia after blood transfusion and
2 after ileostomy. .

§ Includes 2 deaths after ileostomy.

“Cirrhosis is a series of progressive stages, not a
single stage”

METAVIR:
(o [ -
HVPG: >5 =10 =12 220
Clinical: None None ';l;’r".elt:" g‘::c'zlg.meﬂ "Y'l;",,r“‘,:“ .
Stage: © c mpensat c mpenes compent N

i . Fibrogenesis Scar Acellular scar Insoluble
Biology: "g'Neovasc. x-linking Nodule size  S°2¢ :uu:."

Gastroenterology 134:6; 1655-1669, May 2008.

Establish the diagnosis and prognosis

* Unless you are clear how can your patients be
clear they need to take your therapy

— Make a diagnosis

— Give an opinion on stage and severity

— Communicate a plan
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Simplified criteria for diagnosis of AIH

Variable Cutoff Points Cutoff Points
ANA or SMA* =1:40 1 =1:80 2
or LKM =1:40 2
or SLA positive 2
lgG > ULN 1 >1.1 X ULN 2
Histology Compatible with 1 Typical of AIH 2
AlH
Absence of viral yes 2
hepatitis
Probable AIH* 26 points Definite AIH* 27 points

Maximum number of points for all autoantibodies is 2, total is 8 points
*It is not clear what distinguishes “probable” and “definite”.

Hennes et al. Hepatology 2008; 48:169

Agree what the treatment goals are

Goal Team work

* Be honest * Physician

— Your son is so sick | can’t see
him surviving the next few
days or being well enough for
a transplant

— Is it to make them feel better-
1BD >AlH

* Surgeon
— Your son is so sick, but | won’t
give up on him and I'm
prepared to operate on him
even if he dies in theatre

— Is it to make them live longer
—AIH>IBD

A practical approach to treating: Start prednisolone 20-40mg/day or

Autoimmune hepatitis budesonide Sme/day

2)consicer budesonice n the ror,Crvhone patkrs.

b the Ity of iImmurcsuppresion s adjused based
onthesevery ofthe preseraion

‘Commence azaihoprine with  arges cady dose belng
bewasn 1-2mg/k depencing on Inch dusl<overy
nd mant 1 pons

alkunl e Bubin
Considerpre wesimens
mantsring Wi 5TC

e ——
elkl! E’L‘m B D-m;:“m
opbarpe sraculy o Ymgy
eerences

Fall in AST/ALT and IgG?

Rl o respond 1o resmen:

and wansaminas

ymoyt
ascay and zubsequer
e

[ AST/ALT normal at 6 months? | [ Failure to normalise AST/ALT
Continue prednisolone 5-10mg/day (or budesonide f chosen*) Exclude non-compliance and diagnosis issues, and consider If
and azathioprine Tmg/kg]day Intensified Immunosuppression reatment ks appropriate

1218 months of corcasteraids and.

of szathioprine shermstive 2% ine sgent
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68 year old man
Type 1 AlH

— Fluctuating liver
transaminases

— Normal ALP
— Normal MRCP
— Normal colonoscopy

The workforce

Prednis(ol)one/Budesonide
Azathioprine/Mercaptopurine
Mycophenolate mofetil
Tacrolimus/Ciclosporin
Methotrexate

Biologics

— Anti-TNF

— Anti-B cell

— Lymphocyte recruitment

Adverse effects

*  Occur with prolonged use of high doses
* Cushing’s disease

MsK

+Osteoporosis

~Asceptic necrosis of bone
*Myopathy

Psychiatric
*sleep disturbance/activation
*Mood disturbance

“Psychosis
oo m«/

+Cushingoid appearance
~Abdominal striae
*Acne
*Hirsutism
*Oedema

ndocrine
*Diabetes mellitus
*Adrenal cortex suppression

Immunologic
“Lymphocytopenia
*Immunosuppression
*False-negative skin test

Opthalmic
*Cataract
“Narrow-angle glaucoma

Neurologic
*Neuropathy
*Pseudomotor cereb

~—Developmental
*Growth retardation

Cardiovascular
*Hypertension

Google search
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Responses to Corticosteroid Therapy

Remission

(%)

—— Clinical
Biochemical
Histological
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12 18 24 30 36 42

Follow-up (months)

Soloway RD et al: Gastroenterology 63:820, 1972

£2005 AASLD

Complete response (defined as serum AST and ALT within normal range and absence of
steroid-specific side effects) for the intention-to treat (ITT) and per protocol (PP)

populations.

80+ [0 Budesonide
70-| E Prednisone
Al ns.
. 60
B3
2 50 P<.001 P<.001
2]
c 404
2
Rz 30
o
20|
104
o
Number 100103 76 82 88 85 173
Analysis ImT PP ITT ITT

Complete biochemical remission rate at month 6 compared with the
biochemical remission defined as ALT activity <2x ULN at month 6

Complete response Complete response

at 6 months. at 12 months
Manns et al. Gastro 2010

- n.s.
- e [0 Budesonide

a0-| H Prednisone

704

Patients (%)

204
104

o
Number

Analysis

60|
50
40|
30

P=.001 P<.001

100103 76 82 100 103
ITT PP T

AST and ALT within ALT activity

ULN at 6 months <2xULN
at & months

Manns et al. Gastro 2010




Side Effects

Table 3. Predefined Steroid-Specific Side Effects Observed and Reported Throughout Segment A

05/06/2015

m PP
Budesonide (n = 100) Prednisone (n = 103) Budesonide (n = 76} Pradnisona (n - 82)
Na SSSES throughout segment A, n (%)° 72(72.0) 48 (46.6) 55 (72.4%) 37(45.1)
At least 1 SSSE throughout segment A, n (%) 26(26.0) 53(51.5) 21(27.6) 45(54.9)
Moan face 10(10.0) 431417} 8(10.5) 35(43.9)
Acne 8(8.0) 15(14.6) 7(9.2) 13(15.9)
Hirsutism 9(9.0) 3(29) 8(10.5) 337
Skin strise 2(20) 4139 1(1.3) 4(4.9)
Guffalo hump 1(1.0) 4(2.9) 1(1.3) 4(4.9)
Diabeles® 4{4.0) a 4(5.3) o
Increased Intraocular pressure 0 [ 0 o
Glaucoma 0 a 0 0

Manns et al. Gastro 2010

Azathioprine and prevention of relapse

Monotherapy with azathioprine
at2mg/kg

Remission for >1 year with
prednisone (5-15mg/od) and
azathioprine (1mg/kg)/kg)

Patients in Rermission (%)

No.OF PATIENTS

Total eligible for analysis

100
80
60
40
20

12 3 456 7 8 910

Year

70 66 59 49 42 38 3 34 31 30
7

Gumulatie otalwith Rlapses 2 5 5 6 7 7 7 7 7
Gumulative total excluded 2 61323 30 34 3 38 41 42

Johnson PJ et al. N Engl ) Med 1995;333:958-963.

Real world outcomes

Al deaths All desths or transplants
No. of Mo. of No. of
subjects observed events SMR (5% C1) observed events SMR (95% C1)
Al 245 72 163(1.25-2.02) 81 186 (1.49-2.26)
Age at diagnosis (11
Younger than 45 73 8 5.16(1.51-8.80) 14 10.2(4.76-257)
45-85 109 as 1.83(1.21-2.45) 38 1.99(1.35-2.84)
Older than 65 66 2 1.25(0.78-1.72) 29 1.26(0.79-1.72)
Presented since 1987 192 1.50(1.11-2.06) 176 (1.26-2.26)
First dacade 245 2 1.42(0.89-1.98) 36 155 (1.03-2.06)
Second decade 115 s 2.22(1.55-3.091 a7 2.36(1.66-2.251
Third decade 28 5 1.31(0.423.05) 8 2.26 (0.98-4.45)
Liverralated death or i I h or
Hazard ratio Hazard ratio
{95% confidence interval) P value {95% confidence interval) P value
GO hon at presentation 5.63(2.54-9.37) 3.92(2.40-6.38) <.001
Fajlafé to normalize: serum ALT levels within 12 5.52(2.55-14.67) 4.27(2.05-8.89) <001
‘months of starting treatment
No. of relapses per decade 119(1.08-1.31) <001 1.12(1.01-1.25) <.001
(ontreatment with azathioprine 3.96(1.85-8.49) <001 2.71(1,58-4.60) 001
\ng;ﬁ {at presentation or developing subsequently) 9.96(1.3-44.0) 004 1.34{0.77-2.31) 205
Ago 3 sentation (y 1.022{0.987-1.05) 061 1.05(1.03-1.07) <.001

Gastroenterology 2011;

140:1980-1989
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Viral warts...

http://www.tti.library.tcu.edu.tw/DERMATOLO
GY/vi/img0043.jpg

Incidence rates of lymphoproliferative disorders according to
thiopurine exposure grouped by age at

entry in the cohort
Thiopurine therapy
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Lancet 2009; 374: 1617-25

Duration of exposure and lymphoma
risk
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Gastroenterology 2013 145, 1007-1015.
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Disease control before conception
and during pregnancy is associated
with the best outcomes for mothers
and babys

http://easy4weightloss.com/wp-content/uploads/2014/06/Pregnancy-Massage.jpg

AlH and pregnancy

Effect of theragy on matemal and foctal pregnaricy outcomes.

Uvebichrate | Terminations | Miscamage | Gestation Cestanonal  fostparum  Any flae
37 weeks flare fare
Trednimlone monotherpy 2007 (4% 377, (11%) 27, (15%) 372540) 220, (10%)
Azathioprine + predis 632 (19%) 432, (13%) 38(32-39) 32, (0%) 712, (11%)
Aay therapy (predaisclone. Q) (68 1081, (165) 861.(13%) 3W(28-40)  26103% 1561, (24%)
tacrolimus, azatioprine
17720 85%) 2020 (105 0120, (0%) W(27-39)  ya(s%) /20, (a0 1020, (s0%)
“paos.
el putenmes in wormen with AllL
Live birth cate. Promatuniy <37 weeks SCHU
Grrhoss va. o Cerhsis Ta/53 va. a0/, p - 002 S0 v 77407 - 043 A8 v 20, - 007
(= 33)(n - 48)
Maternal disease remission | year (n = 52) vs. b reméssion (1 = 20) 38/52 vs. 21729, p = 095 {38 vs. 4021, p =080 338 vs. 321, p < 065
Therapy (n = 61) vs. o therapy (n = 30) Y61 vs. 17720, p = 025 6142 vs. 617, p = 0.7 5142 vs. 117, p = 066
AIH gestational flare (1 ~ 5} v no gestational flare (n = 76) A5 v2. 35776, p - 099 24 vs. 1055 p - 0.18 204 vs. 4155, p - DDAT

R.H. Westbrook et al. / Journal of Autoimmunity 38 (2012) J239eJ244

Side-effects FDA category
ia, thymic i D

Ciclosporin A \ature labour, low bi ight, neonatal hyp ia, renal C
dysfunction

Mycophenalate  First trimester loss, microtia. Increased risk of congenital malformations D

mofetil

Prednisolone Cleft palate, i ine growth ion, p rupture of C
membranes, fetal adrenal hypoplasia

Tacrolimus Similar side-effects to ciclosporin. Neonatal malformation rates of 4%~ C

FDA=US Food and Drug Administration. Pregnancy category C: animal reproduction studies have shown an
adverse effect on the fetus, but no adequate and well controlled studies in human beings exist. Potential benefits
might warrant use of the drug in pregnant women despite potential risks. Pregnancy category D: positive

evidence of human fetal risk based on adverse ion data from i or marketing
studies in human beings. However, potential benefits might warrant use of the drug in pregnant women despite
potential risks.

Lancet 2010; 375: 594-605
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