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Annals of Internal Medicine ORIGINAL RESEARCH

Long-Term Pioglitazone Treatment for Patients With Nonalcoholic
Steatohepatitis and Prediabetes or Type 2 Diabetes Mellitus

A Randomized Trial

Kenneth Cusi, MD; Beverly Orsak, RN; Fernando Bril, MD; Romina Lomo
Fermin Tio, MD; Jean Hardies, PhD; Celia Darland, RD; Nicolas Musi, ML

Results: Among patients randomly assigned to pioglitazone,
58% achieved the primary outcome (treatment difference, 41
percentage points [95% CI, 23 to 59 percentage points]) and
51% had resolution of NASH (treatment difference, 32 percent-
age points [Cl, 13 to 51 percentage points]) (P < 0.001 for each).
Pioglitazone treatment also was associated with improvement in

—7 percentage points [Cl, —10 to —4 percentage points]; P <
nd improved adipose tissue, hepatic, and muscle insulin
sensitivity (P < 0.001 vs. placebo for all). All 18-month metabolic

and histologic improvements persisted over 36 months of ther-
apy. The overall rate of adverse events did not differ between
groups, although weight gain was greater with pioglitazone (2.5
kg vs. placebo).
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Annals of Internal Medicine ORIGINAL RESEARCH

Long-Term Pioglitazone Treatment for Patients With Nonalcoholic
Steatohepatitis and Prediabetes or Type 2 Diabetes Mellitus

A Randomized Trial

Kenneth Cusi, MD; Beverly Orsak, RN; Fernando Bril, MD; Romina Lomonaco, MD; Joan Hecht, RN; Carolina Ortiz-Lopez, MD;
Fermin Tio, MD; Jean Hardies, PhD; Celia Darland, RD; Nicolas Musi, MD; Amy Webb, MD; and Paocla Portillo-Sanchez, MD

Table 2. Effect of 18 mo of Pioglitazone Treatment on Primary and Secondary Liver Histologic Outcomes*

Outcome Placebo (n = 51) Pioglitazone (n = 50) Treatment Difference (95% Cl) P Value

Primary outcome
=2-point reduction in NAS (in 2 categories) 217} 29 (58) 41 (23 ta 59) <0.001

without worsening of fibrosis, n (%)

Risk Difference
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The Journal of Nutrition r“
Mutrition and Disease

Cashew Nut Consumption Increases HDL
Cholesterol and Reduces Systolic Blood
Pressure in Asian Indians with Type 2
Diabetes: A 12-Week Randomized Controlled
Trial

Results: Participants in the intervention group had a greater decrease in systolic blood pressure from baseline to
(-4.9 + 13.7 compared with -1.7 + 11.6 mm Hg; P = 0.04jand a greater increase in plasma HDL

(+1.7 & 5.6 compared with +0.1 £ 4.6 mg/dL; P= 0.01

between the groups with respect tO changes In body welgnt, Bivil, blood npig, and grycemic variables. Plasma oleic acid

12 wk than did controld

There were no differences

cholesterol compared with control

concentrations and self-reported dietary intake of nuts, oleic acid, and monounsaturated fatty acids suggested excellent

compliance with the nut consumption.
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Mean Difference

Cashew nut supplement group

Control group

Between-group

Baseline 12 wk Change Baseline 12 wk Change difference in within-group

(n=129) (n=129) (n=129) (n=140) (n=140) (n=140) changes (95% CI)? Pvalue?
Weight, kg 676 + 9.1 67.9 + 90 02 + 1.1 673 £ 115 672+ 115 0117 0.32 (-0.02, 0.65) 0.07
BMI, kg/m? 256 + 28 257 £ 27 01+04 262 + 39 262 + 39 00 &+ 0B 0.12 (-0.01, 0.25) 0.07
WC, cm 910+ 8 912 +79 01+ 23 90.7 + 93 909 + 93 03 + 26 —0.12 (-0.71, 0.48) 0.69
SBP. mm Hg 1255 + 151 121 + 14.0 —49 + 137 1236 + 159 122 + 151 17+ 116 -3.15(-6.17,-0.12) 0.04
DBP. mm Hg B23 + 91 812 + 88 -10+£79 809 + 93 814 + 83 05+73 -155(-3.37,0.27) 0.09
Fasting glucose,* mg/dL 136.4 + 43 139 4+ 508 28+ M43 1466 + 54.9 146 + 470 05 + 451 3.28(-7.00,13.57) 053
HbA1c,? % 73 +12 74 +14 01 +09 78+ 15 7B+ 14 00 %08 0.10(-0.13, 0.32) 0.40
Insulin,® plU/mL 136 £ 6.7 141 +78 05+ 66 152 £ 95 158 + 126 05+ 74 —0.06 (-1.73, 1.61) 0.95
HOMA-IR 46 + 32 50 + 36 04 £+ 32 57 + 46 57 = 5.1 00 + 38 0.33(-051,1.17) 0.44
TG,? mg/dL 1430 + 697 147 + 705 43 + 51.1 1469 + 62.9 147 + 688 04 + 622 3.87(-9.64,17.38) 0.57
TChal,* mg/dL 1615 + 328 165 + 349 33 £ 259 171.7 =+ 355 170 = 358 19 + 256 5.17(-0.98,11.31) 0.10
HOL cholesterol,® mg/dL 384 + 81 401 +79 17 £ 56 0179 02 +74 01 %+ 46 1.58 (0.35, 2.80) 0.01
LDL cholesterol,® mg/dL 946 + 29 958 + 299 09 + 251 102.2 + 31.1 992 + 307 30+ 216 3.87(-1.75,9.49) 0.18
VLDL cholesterol,® mg/dL 280 £ 126 284 117 07 £95 294 + 126 295 + 137 0.1 £ 125 0.60 (-2.04, 3.25) 0.66
TChol:HOL cholesterol ratio 44 +12 42 + 049 02 +10 44 +11 43+ 11 01+ 08 —0.09(-0.31,0.13) 0.41
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J Consult Clin Psychol. 2016 Mov;84(11):993-1007. Epub 2016 Sep 5.

Motivational interviewing improves depression outcome in primary care: A cluster randomized
trial.

Objective: To examine the effects of Motivational Interviewing (MI) conducted by primary care
providers on rates of improvement over time for depressive symptoms and remission among low-income
patients with newly diagnosed Major Depressive Disorder. Method: Ten care teams were randomized to
MI with standard management of depression (MI-SMD; 4 teams, 10 providers, 88 patients) or SMD alone
(6 teams, 16 providers, 80 patients). Patients were assessed at 6, 12 and 36 weeks with the Patient Health
Questionnaire-9 (PHQ-9). Treatment receipt was ascertained through patient inquiry and electronic
records. Audio-recorded index encounters were evaluated for mediators of improved depressive symp-
toms (providers’ MI ability and patient language favoring participating in treatment or other depression
related mood-improving behaviors). Results: In Intention-To-Treat analyses, MI-SMD was associated
with a more favorable trajectory of PHQ-9 depressive symptom scores than SMD alone (randomization
group * time interaction estimate = (.13, p = .018). At 36 weeks, MI-SMD was associated with
i ressive symptomsf(Cohen’s d = 0.41, 95% CI [0.11, 0.72]) IImd remission rate
Rate Difference = 14.53 [1.79, ) frelative to SMD alone. - was not associated with a
significant group x time interaction for remission, or with increased receipt of antidepressant medication
or specialty mental health counseling. The providers’ ability to direct clinical discussions toward treating

depression, and the patients’ language favoring engagement in mood-improving behaviors, mediated the
effects of MI-SMD on depressive symptoms (ps << .05). Discussion: Training providers to frame
discussions about depression using MI may improve upon standard management for depression.
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J Consult Clin Psychol. 2016 Mov;84(11):993-1007. Epub 2016 Sep 5.

Motivational interviewing improves depression outcome in primary care: A cluster randomized

trial.
Mean Difference

Time Intervention Control Between-group difference p

Depressive symptoms (PHQ-9 score)

[95% CI]
—Gweeks 12.75 [11.76, 13.75] 13.50 [12.49, 14.51] —75[—2.17, .68] 30
12 weeks 12.02 [11.05, 13.00] 13.16 [12.18, 14.14] —1.14 [—2.53, .25] 11
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Gebremedhin BMC Pediatrics 2014, 1479

hittpewwaw biomedeentral com/1471-243114/79
. BMC

Pediatrics

RESEARCH ARTICLE Open Access

Effect of a single high dose vitamin A
supplementation on the hemoglobin status of
children aged 6-59 months: propensity score
matched retrospective cohort study based on the
data of Ethiopian Demographic and Health
Survey 2011

r Abstract

Background: Vitamin A deficiency can cause anemia as the nutrient is essential for hematopoiesis, mobilization of
iron store and immunity. Nevertheless, clinical trials endeavored to evaluate the effect of Vitamin A Supplementation
(VAS) on hemoglobin concluded inconsistently. Accordingly, the objective of the current study is to assess the effect of
single high dose VAS on the hemoglobin status of children aged 6-59 months.

Methods: The study was conducted based on the data of Ethiopian Demographic Health Survey 2011. The data from
2397 children aged 6-59 months who received a single dose of 30 or 60 mg of VAS (depending on age) in the
preceding 6 months were matched with similar number children who did not receive the supplement in the reference
period. The matching was based on propensity scores generated from potential confounders. Distributions of
hemoglobin concentration and risks of anemia were compared between the groups using paired t-test, matched
Relative Risk (RR) and standardized mean difference.

Result: The supplemented and non-supplemented groups were homogeneous in pertinent socio-demographic
variables. Compared to propensity score matched non-supplemented children, those who received vitamin A
had a 1.50 (95% Cl: 0.30-2.70) g/l higher hemoglobin concentration (P = 0.074). In the supplemented and
non-supplemented groups, the prevalences of anemia were 46.4% and 53.9%, respectively. VAS was associated
with a 9% reduction in the risk of anemia (RR = 0.91 (95% CI: 0.86-0.96)). Stratified analysis based on household
wealth status indicated that the association between VAS and hemoglobin status was restricted to children from
the poor households (RR = 0.74 (95% Cl: 0.61-0.90)). Effect size estimates among all children (Cohen’s d = 0.07)
and children from poor households (d = 2.0) were modest.

Conclusion: Single high dose VAS among Ethiopian children 6-59 months of age was associated with a modest
increase in hemoglobin and decrease in risk of anemia. Household wealth status may modify the apparent
association between VAS and hemoglobin status.

Keywords: Vitamin A supplementation, Anemia, Hemoglobin
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Table 5 Mean hemoglobin difference between matched vitamin A supplemented and non-supplemented children aged
6-59 months across three household wealth strata, Ethiopia, 2010

Wealth tertiles Mean (+SD) hemoglobin paired difference’ (g/l) Paired t statistic and p value One Way ANOVA™
Poor 54 (+26.8) t=364, P=0000 F=324,P=0039
Middle 3.1 (£258) t=166, P=0979

Rich 03 (£237) t=0.26, P=0.796

*Supplemented minus non-supplemented.
*Statistically significant.

**Used as a measure of heterogeneity of effects.

In the evaluation of the effect of an intervention on an outcome, along with statistical level of significance, it’s

important to appraise its practical significance using effect size estimates. This is particularly important in studies

involving large sample sizes as they are likely to detect statistically significant difference even in the presence of trivial

treatment effect.
In the current study, the effect sizes computed based on standardized mean differences (Cohen’s d) among all

children and children from poor households were of 0.07 and 0.20, respectively. As compared to the cutoff points

recommended by J Cohen [30], the effect size estimates were modest.



(O JEo)§ ol 2 5dblie olowil s 5l o3l plas

Original Article

Open Access

The effect of garlic consumption on Helicobacter
pylori treatment using urea breath test: a randomized

clinical trial

Methods: We performed a randomized case-controlled design on 36 outpatients
diagnosed with AH. pylori infection. In order to confirm the presence of H. pylori
infection, the UBT was performed and in order to examine the presence of
inflammation and/or ulcer in stomach, esophagus and duodenum, upper endoscopy
was performed at the beginning and the end of the study. The patients in the case
group took four grams of garlic powder daily (two tablets each containing two
grams of garlic powder) whereas the patients in the control group took two
placebo tablets (each containing two grams of white flour) for 8 weeks.

Results: The average age was 40.87+ 16.45 in case groups and 35.40%=11.26 in the
control group. In the control group, 47% were men and 53% women, 80% married
and the rest were single. At the beginning of the study, all the patients had positive

UBT. At the end of this study, fhefresulis"of UBT showed that the A pylori
infection was negative in 87% of cases and 73% of control group showing
eradication of /. pylor infection; however the eradication in case group was not
significantly more than control group.
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Original Article Open Access

The effect of garlic consumption on Helicobacter
pylori treatment using urea breath test: a randomized
clinical trial

Table 3. Urea Breath Test (UBT) results in each group before and after intervention'

Group Number Beginning Ending p-value
UBT (positive) UBT
positive negative
Case 15 15(100%) 2(13%) 13(87%) 0.36
Control 15 15(100%) 4(26%) 11(73%)

! Value are shown as number (percent)
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Likelihood Ratio (Positive and Negative)

Predict Value (Positive and Negative)

Diagnostic Odds Ratio (DOR) and Receiver Operating Characteristic
(ROC)
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Fixed effect model. The observed effects are sampled from a
distribution with true effect y, and variance o°. The observed effect
T, is equal to p+s,.

Total Variation =Within Group Variation
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Random affacts moded, The obsarvad effact T, (box) is sampled from a distribution
with true effect 8,, and variance o°. This true effect 8,4, in turn, is sampled from a
distribution with maan | and variance 1°

Total Variation =Within Group Var. + Between Group Var.
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Forest Plot

Digoxin users  Non digoxin users Hazard ratio Hazard ratio
Study of subgroup Total  Total  Weight [V. Random, 95% Cl |V, Random, 95% C|
SPORTIF Il and V 2002 3911 3418 226% 153[1.22 192 S
ROCKET-AF 2009 2948 11223 248% 1.22(1.06,140 el
RACE |1 2009 284 324 9.1% 0.41]0.19,0.89
LIFE 1997 116 8715 141% 3.78 [2.25, 6.36 -
AFFIRM 2001 2153 1905 241% 141[119,16 e
ADONIS ANDROMEDA ATHENA PALLAS 2010 1952 6421 53% 216|0.71,654
Total (95% CI) 11364 32006 100.0% 1.46 [1.09, 1.94] e
0.2 05 1 2 5
Heteroge: Tau' 08; Chi’ 5 0.0001); I' = 82% s " .
neity: = 0,08; =2843,d1 =5 (p <00001); "=
Test for overall effect: Z = 2.57 (p = 0.01)
Hazard ratio Hazard ratio
Study Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
AFFIRM 2001 98%  1.34[105 1.71] 2001
SPORTIF ||| and V 2002 56%  1.14[0.83,157] 2002 — -
SCAF 2007 3.4% 0.97 [0.64, 1.46] 2007 — "
RACE I 2009 04%  032[010,099] 2009 -
NHIRD 2010 31.3%  1.28[1.12.1.47] 2010 -
ROCKET-AF 2009 258%  1.19[1.03,1.38] 2010 -
ADONIS ANDROMEDA ATHENA PALLAS 2010  0.5%  2.16 [0.71, 6.54] 2010 -
ORBIT-AF 2011 21.6%  1.05[0.89,1.24] 2011 -
Pastori 2013 16%  4.42[244,8.01] 2013 e
Total 95% C1) 100.0%  1.21[1.12,1.30) ) , EY ) ‘
0.2 0.5 2 5
Heterogeneity: ChP = 30.21, df = 8 (p = 0.0002); [ = 74% DRI Mor R bt TG
Test for overall effect: Z = 4.94 (p < 0.00001) o




Practical (Forest Plot)

metan a b ¢ d, label(namevar=ID, yearvar=yr) sortby(yr) fixed rr
metan a b ¢ d, label(namevar=trial, yearvar=yr) sortby(yr) fixed rr
metan a b ¢ d, label(namevar=trial, yearvar=yr) sortby(yr) fixedi rr

metan a b ¢ d, label(namevar=trial, yearvar=yr) sortby(yr) fixedi rr

xlabel(o.50, 1, 1.50, 2)



Practical (Forest Plot)

gen logor=In((a/b)/(c/d))
gen logor=log((a/b)/(c/d))
gen selogor=sqrt((1/a)+(1/b)+(1/c)+(1/d))

metan logor selogor, label(namevar=trial, yearvar=yr) sortby(yr)
random

metan logor selogor, label(namevar=trial, yearvar=yr) sortby(yr)
random eform



Practical (Subgroup Analysis)

metan logor selogor, label(namevar=trial, yearvar=yr) sortby(yr)
by(Count) random eform

metan logor selogor, label(namevar=trial, yearvar=yr) sortby(yr)
by( Type) random eform

metan logor selogor, label(namevar=trial, yearvar=yr) sortby(yr)
by(Dis) random eform



Practical (Publication Bias)

metafunnel logor selogor

Funnel plot with pseudo 95% confidence limits
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