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Background: Type 2 diabetes is a
complex and diverse disease, and the
response to dipeptidyl peptidase-4
inhibitors may exhibit substantial
variability between individuals. Several
variables may play a role in variances in
individual responses to treatment.
Objective: The purpose of the research was to assess the degree to which Iragi patients with
type 2 diabetes responded to sitagliptin and to investigate the factors that contribute to
sitagliptin's overall efficacy.

Patients and methods: Eighty patients with type 2 diabetes who were using sitagliptin (100
mg per day) were included in this observational, cross-sectional study. Sociodemographic and
patient clinical data were collected. Glycated hemoglobin (HbAZ1c), lipid profile parameters,
and C-reactive protein were measured.

Results: The response rate to sitagliptin was 43.8%. Smokers and hypertensive patients, in
addition to those not on diet, had higher Hb Alc levels with nearly significant p values than non-
smokers, normotensive patients, and those on diet, respectively. Poor response patients had
higher levels of total cholesterol and triglycerides.

Conclusions: Possible variables that may have influenced the response to sitagliptin include
smoking, hypertension, and an unhealthy diet. Furthermore, elevated levels of triglycerides may
serve as an indicator of poor response.
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Introduction

Type 2 diabetes (T2D) is a metabolic
disorder characterized by persistent
hyperglycemia and impaired insulin
sensitivity, it develops as a result of an
ongoing lack of sufficient B-cell insulin
production, which commonly occurs in the
context of insulin resistance 2. The
prevalence of this chronic illness on a
global scale is reaching frightening levels
(341 Type 2 diabetes continues to increase in
both incidence and prevalence; around
10.7% of Iragis have been confirmed to
have the disease ¢, Dietary and lifestyle
changes are the first line of treatment for
T2D, but many patients eventually require
the use of oral hypoglycemic agents
(OHAS) to achieve and maintain their blood
glucose targets ],

The inhibition of dipeptidyl peptidase-4
(DPP-4) is an attractive therapeutic strategy
for the management of T2D, as it harnesses
the physiological phenomenon known as
the incretin effect ®l. The Food and Drug
Administration (FDA) granted approval for
the use of dipeptidyl peptidase 4 inhibitors,
commonly referred to as gliptins, as novel
oral medications 1, In 2006, sitagliptin, the
first gliptin, received licensing approval for
the treatment of diabetes which is a highly
selective DPP4 inhibitor given once daily
[ The DPP-4 inhibitor sitagliptin acts by
blocking the DPP-4 enzyme, consequently
providing glucagon-like peptide-1 (GLP1)
and gastric inhibitory polypeptide with an
extended half-life and so allowing GLP1
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levels to return to their normal,
physiological range in T2D patients [,
This promotes the pancreas to secrete
additional insulin that is glucose-dependent
in addition to decreasing unnecessary
postprandial glucagon, leading to a
lowering of blood glucose levels with no
hypoglycemia [*?, Sitagliptin has a low risk
of adverse effects, including hypoglycemia,
an increase in weight, and the requirement
of increased dosing. In addition, with
appropriate dosing adjustments, it can be
given to patients with chronic kidney
disease and to elderly individuals with
diabetes 131,

Type 2 diabetes is a complex heterogeneous
disease and the response to DPP-4
inhibitors can vary significantly among
patients [*4l. Several variables play a role in
variances in individual responses to
diabetes medications, which include age,
gender, disease status, potential drug and
food interactions, co-existing medical
conditions, and genetic influences [°I,
There is solid evidence that the extent to
which those who have T2D respond to
DPP-4  inhibitors varies  significantly
among T2D patients 8. Therefore, it is
vital to carefully monitor the response of
each patient to DPP-4 inhibitors and adjust
the treatment plan accordingly to achieve
optimal glycemic control and prevent long-
term complications X1,

The objective of the current study is to
determine the rate of response to sitagliptin
and examine the various elements that
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impact the overall effectiveness of
sitagliptin in lraqi type 2 diabetic patients.

Patients and Methods

Eighty patients with type 2 diabetes who
were using the DPP4-inhibitor sitagliptin
were included in this observational, cross-
sectional study at the Al Hassan
Metabolism, Endocrine, and Diabetes
Centre (HMEDC). Patients were informed
about the study and given the option to
choose not to participate. Oral and written
permission was gained once the study's
goals were explained in detail and
participants' privacy was assured. The
research was conducted between the
months of February and August of 2022.
Patients with T2D who had been on
sitagliptin (100 mg per day) for at least six
months and were between the ages of 18
and 65 were included. Patients with cancer,
kidney disease, endocrine disorders, severe
liver disease, and pregnancy was not
eligible for the study.

The study gathered sociodemographic and
patient  clinical data, encompassing
variables such as age, gender, body mass
index (BMI), dietary habits, lifestyle,
smoking, duration of diabetes, and presence
of hypertension. Serum from venous blood
was used for the estimation of glycated
hemoglobin (HbAlc), total cholesterol
(TC), low-density lipoprotein cholesterol
(LDL cholesterol), high-density lipoprotein
cholesterol (HDL cholesterol), triglycerides
(TG), and C-reactive protein. The HbAlc
cutoff of 7% set by the American Diabetes
Association was used to establish
therapeutic targets ™8, Thus, participants
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were sorted into two groups according to
their HbAlc levels: responders and non-
responders.

Statistical Analysis

After being double-checked for accuracy,
the research's data was inputted into an
electronic database and analyzed using
IBM's SPSS version 26 software. The
frequencies and/or percentages were used to
display  discrete  variables,  whereas
continuous variables were given as means
with  their  corresponding  standard
deviations. The cutoff for statistical
significance was set at 0.05, or less (P <
0.05). Independent sample  T-tests
determined the significance of mean
differences between two independent
variables. The significance of variations
between the means of three or more
unrelated groups was investigated using a
one-way ANOVA test. The chi-square test
was used to display and analyze the
categorical information.

Results

Table (1) illustrates the socio-demographic
and related characteristics of patients. This
study involved 80 patients (N = 80), and the
patients' ages varied from 33 to 65 years,
with a mean of 51.7+9 years, and around
one-third aged 50-60 years. Regarding
gender distribution between participants,
the female-to-male ratio was 1.11:1. Only
five patients (6.3%) were normal weight,
and 93.7 were overweight or obese. Out of
the total study patients, 50 (62.5%) were
hypertensive.
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Table (1): Socio-demographic and related characteristics of patients

Characteristics -Nrgta(l(;go
. mean +SD 51.749
Age (in years) Range 33- 65
<40 8 (10)
40- 49 23 (28.8
Age groups (years) 50-50 57 §33.8§
> 60 22 (27.4)
Female 42 (52.5)
Gender Male 38 (47.5)
Normal weight 5(6.3)
BMI Overweight 39 (48.7)
Obese 36 (45)
Duration of diabetes (years) g:sgeiSD ?61? -2
Dietin Not on diet 43 (53.8)
g On diet 37 (46.2)
. Active 51 (63.8)
Lifestyle Sedentary 29 (36.2)
. No 63 (78.8)
Smoking Yes 17 (21.2)
. Yes 50 (62.5
Hypertension No 30 E37. 5;

Continuous parameters were represented as mean + SD; Discrete parameters were represented as
numbers and frequencies; BMI: body mass index

The response rate to treatment among the considered non-responders. Poor response
included patients was illustrated in Figure was seen in a majority of patients (56.2%,
(1). Responders were those with HbAlc n=45) compared to good response (43.8%,
levels less than 7, while those with HbAlc n=35).

levels equal to or greater than 7 were
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Respose to Treatment

= Good Response

= Poor Response

Figure (1): Proportions of response to treatment among study patients

The significance of mean differences of
HbA1c based on different demographic and
clinical variables was shown in Table (2).
Smokers and hypertensive patients, in

addition to those not on diet, had higher
HbAlc levels with nearly significant p-
value than non-smokers, normotensive
patients, and those on diet, respectively.

Table (2): Mean HbAlc levels based on patient’s demographic and clinical data

. HbAlc
Variable Mean = SD P value
<40 6.73+1.42
40- 49 7.22+1.37 1
Age groups (years) 50-50 7 482109 0.542
> 60 7.25+1.35
Female 7.15+1.29 9
Gender Male 7.40+1.26 0-385
Normal weight 6.98+1.00
Weight status based on BMI | Overweight 7.34+1.24 0.8151
Obese 7.23+£1.36
<5 years 7.02+1.22
Duration of diabetes 6-10 years 7.54+1.34 0.111
> 10 years 7.60+0.86
. Not on diet 7.52+1.29 2
Diet On diet 6.98+1.21 0.058
. Active 7.28+1.21 2
Life style Sedentary 7.26+1.40 0.94
. Yes 7.79+£1.14 2
Smoking No - 132128 0.058
. Yes 7.47+1.31 2
Hypertension No 6.90+1 14 0.054

1 One-way ANOVA:; ?: Independent samples t-test; significant P value of less than 0.05

Biochemical parameters were compared
between patients who had a good response
and those who had a poor response to
treatment, and the results were displayed in
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Table (3). There was a statistically
significant difference in terms of total
cholesterol, triglycerides, and VLDL
cholesterol.
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Table (3): Mean biochemical parameters of good and poor response patients

Response
Variables Categories Good response Poor response P value
(n=35) (n=45)
C-reactive protein Mean £SD 5.19+1.54 6.9346.6 0.136
Total cholesterol Mean £SD 168.27+27.68 195.15+15 0.002
Triglycerides Mean +SD 135.65+68.46 207.44+74.89 0.001
HDL -cholesterol Mean +SD 39.48+7.75 37.7348.43 0.343
LDL-cholesterol Mean +SD 101.66+26.59 115.93+35.66 0.052
VLDL- cholesterol Mean +SD 27.13+4.38 41.48+14.97 0.001"

Independent samples t-test was used with a significant P value of less than 0.05; *: highly significant
(P value <0.01)

Discussion

With regard to the age factor, only 8
patients (10% of the study population) were
under 40 years of age, while the rest (N =
72,90%) were over 40. Most of those over
40 years of age are in the 50-59 age group,
which represents 33.8% of all participants
in this study, as shown in Table (1). This
age distribution of the population study was
consistent with a study in Basra, south of
Iraq, that involved 5445 people and showed
that diabetes prevalence in both genders
reached its peak between the ages of 46 and
60 1%, With respect to the weight status of
patients who participated in this study, only
5 (6%) patients have a normal weight; the
rest were overweight (39 patients; 48.7%)
or obese (36 patients; 45%), and they
collectively represent approximately 94%
of the total number of participants. This
high prevalence of abnormal weight status
(overweight or obesity) within the study's
population was consistent with the
established association between T2D and
obesity. They're connected by a connection
that goes into a vicious circle so that they
can both lead to each other. In T2D, insulin
secretion, action, or both are deficient, and
because insulin regulates the metabolism of
carbohydrates, proteins, and fats, resistance
to insulin is often related to obesity. On the
other hand, adipose tissue in obese people
may contribute to the development of
insulin resistance by secreting excess
amounts of non-esterified fatty acids,
glycerol, hormonal substances, and pro-
inflammatory mediators 2. Although
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hypertension and T2D can be identified
easily, they are actually quite complex and
heterogeneous phenotypes. The common
occurrence of both illnesses in the same
individual is not a chance given the
overlapping pathophysiology  between
them, especially with regard to the
pathological mechanisms associated with
excessive body weight and resistance to
insulin.  With regard to hypertension
prevalence, those with T2D are up to three
times more likely to have hypertension than
those without the disease (%2 The
overlapping disease mechanisms explain
why diabetes patients tend to have high
blood pressure; it was observed in this study
that 62.5% of patients had hypertension.

With respect to smoking, mean HbAlc
measurements were elevated in smokers
compared to non-smokers (7.79£1.14 vs.
7.13£1.28), as shown in Table (2). These
results were in accordance with a study that
included an overall number of 120 patients
diagnosed with T2D to explain the impact
of smoking and nicotine dependency on the
levels of glycated hemoglobin Alc. The
study showed that smokers had higher
levels of HbAlc, and the nicotine
dependence test result had a positive
relationship with HbAlc 4. While the
current study did not find a statistically
significant link between smoking and
HbAlc levels (P-value = 0.058), the
observation of higher HbAlc levels in
smokers' patients is still important, and
further investigation using a larger sample
size may be warranted. In another study that
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included 60 T2D participants, the findings
showed that smoker diabetic patients have
higher HbAlc levels than non-smoker
diabetic patients, but this difference did not
reach significant levels 2%  These
elevations in HbAlc may be partially
explained by the detrimental effects of
smoking on glucose metabolism and insulin
production 2%, Cigarette smoke increases
oxidative stress. Peroxidation of fatty acids,
oxidation of proteins, and destruction of
DNA are all forms of oxidative damage
brought on by this scenario. The pancreatic
island is especially susceptible to damage
caused by reactive oxygen species. This is
exacerbated by a deficiency of cellular
antioxidant enzymes. The pancreatic island
is especially susceptible to cell damage
from reactive oxygen species and a lack of
antioxidant enzymes [2°1,

The current study observed that the mean
HbAlc levels of individuals with
hypertension were higher than those of
patients with normal blood pressure
(7.471.31 vs. 6.901.14, P-value = 0.054), as
explained in Table (2). These results did not
reach a significant level but were still
important. Clinical determinants of DPP-4
inhibitor response were investigated in a
study involving 662 individuals with T2D
who were treated with DPP-4 inhibitors.
According to the study, the probability of
having a favorable response to DPP-4
inhibitor treatment increased by 1.7 times
among patients with diastolic blood
pressure below 90 mmHg compared to
those with higher diastolic blood pressure
readings. The study concluded that diastolic
blood pressure may be a clinical predictor
of response to DPP-4 inhibitor treatment
271 While the sample size and analysis
methods of the current study were different
from the mentioned studies, the general
observation from these studies was that
people with high blood pressure were
unlikely to respond well to therapy with
DPP-4 inhibitors. Based on their common
presentation, patients with diabetes often
have comorbidities such as hypertension. A
study that included 65 patients was done to
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examine the effects of  patient
characteristics such as hypertension and
genetic variability on the response to the
gliptin sitagliptin. In view of the results of
the study, people with T2D and
hypertension respond less favorably to
sitagliptin's DPP4 inhibition than did
normotensive T2D patients. The study
established that sitagliptin at 100 mg/d did
not fully inhibit DPP4 in patients with T2D
and hypertension 28],

Poor responders to sitagliptin  had
significantly higher mean levels of total
cholesterol, triglycerides, and VLDL-
cholesterol compared to good responders,
As shown in Table (3). The results of the
current study were consistent with those of
another study, in that HbAlc was positively
correlated with TC, TG, and LDL-
cholesterol. There was no statistically
significant relationship between HbA1c and
HDL- cholesterol ?°. Several variables,

including  insulin  insufficiency  or
resistance, adipocytokines, and
hyperglycemia, may account for the

dysfunction in the metabolism of lipids

reported in diabetic individuals. The
pathogenesis of diabetic dyslipidemia
remains in doubt, while

hypertriglyceridemia's mechanism is well
established B0,

A study by Matikainen et al. established
that DPP-4 inhibitors improve postprandial
lipid levels, particularly postprandial
plasma TG, after a lipid-rich meal. A high
level of DPP4 expression may be found in
human adipocytes, and this level of
expression is further elevated in the
subcutaneous and visceral adipose tissue of
obese people B, Using a nonobese mouse
model of T2D, Shirakawa et al. studied the
influence of DPP-4 inhibition on adipocytes
and discovered that DPP-4 inhibitors
enhanced linoleic acid-induced adipose
tissue hypertrophy [2. These studies
supported the current study's finding that
sitagliptin  improves lipid parameters
overall, including TG so poor response to
sitagliptin was associated with high TG
levels in T2D patients and high TG levels
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may be a predictor of poor response to
sitagliptin.

Limitations

The current study has some limitations.
Because of the relatively small sample size,
the findings of this study need to be
replicated and confirmed in larger studies.
Furthermore, it was challenging to rule out
all potential confounding effects of co-
morbidities and concomitant medications.

Conclusions:

e Smoking T2D patients had higher
HbAlc levels than non-smokers,
which explains the detrimental
effects of smoking on glucose
metabolism and insulin production.

e Type 2 diabetic patients with high
blood pressure were likely to have a
weak response to DPP-4 inhibitor
treatment given that hypertensive
patients had higher HbAlc levels
than normotensive patients.

e Type 2 diabetic patients not on a
healthy diet were likely to have a
poorer response to DPP-4 inhibitor
treatment with higher HbA1c levels
compared to those on a healthy diet.

e Elevated levels of TG may serve as
an indicator of poor response.

References

1-

Hussein AHS, Kadhim KA, Fadil SM.
Effect the Pharmaceutical Care and
Health Education on Knowledge and
Disease Control for Type 2 Diabetes
Mellitus Patients: A sample of Iraqi
Patients. Al Mustansiriyah Journal of
Pharmaceutical Sciences
2020;20(1):40-54.

Ahmed SM, Rashid BM, Kareim LMH,
Abdulla SK, Salih JM, Nore BF.
Association of Serum Homocysteine
with  Controlled and Uncontrolled
Type2 Diabetes Mellitus in Sulaimani
City. Al Mustansiriyah Journal of

AJPS (2024)

318

3

4

5

6

7

8

9

10-

(Research article)

Pharmaceutical Sciences 2022;22(2):7—
19.

Tinajero MG, Malik VS. An Update on
the Epidemiology of Type 2 Diabetes:
A Global Perspective. Endocrinol
Metab Clin North Am 2021;50(3):337—
55.

Mohammed HR, Kadhim KA, Alkutubi
HM, Rahmah AM, Khalaf BH, Hussein
SAR, et al. Correlation between ABO
blood groups with insulin resistance in
type ii diabetes mellitus patients using
metformin. International Journal of
Research in Pharmaceutical Sciences
2018;9(3):893-900.

Reed J, Bain S, Kanamarlapudi V. A
review of current trends with type 2
diabetes  epidemiology, aetiology,
pathogenesis, treatments and future
perspectives. Diabetes Metab Syndr
Obes 2021;3567-602.

Irag diabetes report 2000 — 2045
[Internet]. [cited 2023 Sep 2];Available
from:
https://diabetesatlas.org/data/en/countr
y/96/iq.html

DeMarsilis A, Reddy N, Boutari C,
Filippaios A, Sternthal E, Katsiki N, et
al. Pharmacotherapy of type 2 diabetes:
An update and future directions.
Metabolism 2022;137:1-23.

Florentin M,  Kostapanos MS,
Papazafiropoulou AK. Role of
dipeptidyl peptidase 4 inhibitors in the
new era of antidiabetic treatment.
World J Diabetes 2022;13(2):85-92.
Rameshrad M, Razavi BM, Ferns GAA,
Hosseinzadeh H. Pharmacology of
dipeptidyl peptidase-4 inhibitors and its
use in the management of metabolic
syndrome: a comprehensive review on
drug repositioning. DARU Journal of
Pharmaceutical Sciences
2019;27(1):341-60.

Liu D, Jin B, Chen W, Yun P.
Dipeptidyl  peptidase 4 (DPP-4)
inhibitors and cardiovascular outcomes
in patients with type 2 diabetes mellitus
(T2DM): A systematic review and



Al Mustansiriyah Journal of Pharmaceutical Sciences, 2024, Vol. 24, No.3 (Research article)

meta-analysis. BMC Pharmacol
Toxicol 2019;20(1):1-9.

11- Ahrén B. DPP-4 inhibition and the path
to clinical proof. Front Endocrinol
(Lausanne) 2019;10(376):1-18.

12-Saini K, Sharma S, Khan Y. DPP-4
inhibitors for treating T2DM - hype or
hope? an analysis based on the current
literature. Front Mol Biosci
2023;10(113):6-25.

13-YinR, XuY, Wang X, Yang L, Zhao D.
Role of Dipeptidyl Peptidase 4
Inhibitors in Antidiabetic Treatment.
Molecules 2022, Vol 27, Page 3055
2022;27(10):1-17.

14- Mamza J, Mehta R, Donnelly R, Idris I.
Determinants of Glycemic Response to
Add-On Therapy with a Dipeptidyl
Peptidase-4 Inhibitor: A Retrospective
Cohort Study Using a United Kingdom
Primary Care Database. Diabetes
Technol Ther 2016;18(2):85-92.

15-Dennis JM, Shields BM, Hill A V.,
Knight BA, McDonald TJ, Rodgers LR,
et al. Precision Medicine in Type 2
Diabetes: Clinical Markers of Insulin
Resistance Are Associated With
Altered Short- and Long-term Glycemic
Response to DPP-4 Inhibitor Therapy.
Diabetes Care 2018;41(4):705-12.

16-Kadri¢ SI, Cesi¢ AK, Duji¢ T.
Pharmacogenetics of new classes of
antidiabetic drugs. Biomolecules and
Biomedicine 2021;21(6):659-71.

17-Kim SA, Shim WH, Lee EH, Lee YM,
Beom SH, Kim ES, et al. Predictive
Clinical Parameters for the Therapeutic
Efficacy of Sitagliptin in Korean Type 2
Diabetes Mellitus. Diabetes Metab J
2011;35(2):159-65.

18- Committee ADAPP. 6. Glycemic
Targets: Standards of Medical Care in
Diabetes—2022. Diabetes Care
2022;45(Supplement_1):S83-96.

19- Mansour AA, Al-Maliky AA, Kasem B,
Jabar A, Mosheh KA. Prevalence of
diagnosed and undiagnosed diabetes
mellitus in adults aged 19 years and
older in Basrah, Irag. Diabetes,

AJPS (2024)

319

Metabolic Syndrome and Obesity
2014:7(2014):139-44.

20-Wondmkun YT. Obesity, insulin

resistance, and type 2 diabetes:

Associations and therapeutic
implications.  Diabetes, Metabolic
Syndrome and Obesity

2020;13(2020):3611-6.

21-Petrie JR, Guzik TJ, Touyz RM.

Diabetes, Hypertension, and
Cardiovascular ~ Disease:  Clinical
Insights and Vascular Mechanisms. Can
J Cardiol 2018;34(5):575-84.

22- Akalu Y, Belsti Y. Hypertension and Its

Associated Factors Among Type 2
Diabetes Mellitus Patients at Debre
Tabor General Hospital, Northwest
Ethiopia. Diabetes Metab Syndr Obes
2020;13(2020):1621-31.

23-Przezak A, Bielka W, Pawlik A.

Hypertension and Type 2 Diabetes—
The Novel Treatment Possibilities. Int J
Mol Sci 2022;23(12):1-16.

24- Akkuzulu H, Aypak C, Ozdemir A,

Gorpelioglu S. Impact of smoking and
nicotine addiction on HbAlc levels and
diabetic microvascular complications.
Clinical Diabetology 2020 ;9(2):112—7.

25- Sari MlI, Sari N, Darlan DM, Prasetya

RJ. Cigarette Smoking and
Hyperglycaemia in Diabetic Patients.
Open Access Maced J Med Sci
2018;6(4):634-7.

26- Morimoto A, Tatsumi Y, Miyamatsu N,

Sonoda N, Deura K. Association
between smoking and post-load plasma
glucose levels using a 75-g oral glucose
tolerance test: the Saku Study. Diabetes
Res Clin Pract 2014;106(2): e38-40.

27-Jamaluddin JL, Huri HZ, Vethakkan

SR. Clinical and genetic predictors of
dipeptidyl peptidase-4 inhibitor
treatment response in Type 2 diabetes
mellitus. Pharmacogenomics
2016;17(8):867-81.

28-Wilson JR, Shuey MM, Brown NJ,

Devin JK. Hypertension and Type 2
Diabetes Are  Associated  With
Decreased Inhibition of Dipeptidyl



Peptidase-4 by Sitagliptin. J Endocr Soc
2017;1(9):1168-78.

29-Hussain A, Ali I, ljaz M, Rahim A.

Correlation between hemoglobin Alc
and serum lipid profile in Afghani
patients with type 2 diabetes:
hemoglobin Alc prognosticates
dyslipidemia. Ther Adv Endocrinol
Metab 2017;8(4):51-7.

30- Hirano T. Pathophysiology of Diabetic

Dyslipidemia. J Atheroscler Thromb
2018;25(9):771-82.

AJPS (2024)

Al Mustansiriyah Journal of Pharmaceutical Sciences, 2024, Vol. 24, No.3

320

(Research article)

31- Matikainen N, Manttéri S, Schweizer A,

Ulvestad A, Mills D, Dunning BE, et al.
Vildagliptin therapy reduces
postprandial intestinal triglyceride-rich
lipoprotein particles in patients with
type 2  diabetes.  Diabetologia
2006;49(9):2049-57.

32- Shirakawa J, Fujii H, Ohnuma K, Sato

K, Ito Y, Kaji M, et al. Diet-Induced
Adipose Tissue Inflammation and Liver
Steatosis Are Prevented by DPP-4
Inhibition in Diabetic Mice. Diabetes
2011;60(4):1246-57.



