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INTRODUCTION

 Diabetes mellitus (DM) is the ninth leading cause of 
death worldwide and more than one million deaths are 
attributed to DM each year.1prevalence, and burden of 
suffering of diabetes mellitus based on epidemiological 
data from the Global Burden of Disease (GBD Type-2 
diabetes mellitus (T2DM) accounts for 90% of all DM 
cases.2 It is estimated that the global cost of diabetes 
is set to nearly double to $2.5 trillion by 2030.3the 
future economic consequences of the disease remain 
opaque. We forecast the full global costs of diabetes in 
adults through the year 2030 and predict the economic 
consequences of diabetes if global targets under the 
Sustainable Development Goals (SDG Therefore, T2DM 
is a serious public health problem that not only has a 
huge impact on individual health, but also imposes a 
considerable economic burden on individuals and 
society. Traditional Chinese medicine (TCM) believes 
that diabetes is mainly characterized by “spleen rash” 
symptoms such as obesity, sweet and greasy mouth, 
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ABSTRACT
Objectives: To investigate Gegen Qinlian Decoction (GQD) combined with metformin for treatment of patients with 
Type-2 Diabetes Mellitus (T2DM). 
Methods: This retrospective observational study reviewed the clinical data of 89 patients diagnosed with T2DM in 
the Department of Acupuncture and Massage, Hainan Medical University from January 2021 to June 2022. Patients 
were non-randomized and divided into two groups based on the treatment received: observation group (n=41, GQD 
combined with metformin); control group (n=48, metformin only). Fasting blood glucose levels (FBG), traditional 
Chinese medicine (TCM) syndrome scores, clinical effect, blood glucose time in range and adverse reactions were 
compared between the two groups.
Results: There were no statistically significant differences in age, gender, BMI and duration of T2DM between the two 
groups (P>0.05). The FBG, 2h glucose, HbA1c levels and TCM syndrome scores of the two groups were significantly 
lower post-treatment (P<0.001) with a greater decrease in the observation group (P<0.001). The observation group 
was more clinically efficacious than the control group post-treatment (92.68% vs. 77.08%; P<0.05). Blood glucose time 
in range and the incidence of adverse reactions were lower in the observation group than the control group (P<0.001 
and P<0.05).
Conclusions: GQD combined with metformin can significantly reduce FBG, 2h glucose and HbA1c levels, and improve 
TCM syndrome, with good clinical efficacy, shorter blood glucose time in range and less adverse reactions.
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abdominal distension, sleepiness or diarrhea in the early 
stages, and the core pathogenesis is “phlegm dampness, 
dryness and heat”, so it is called damp-heat T2DM in 
TCM.4,5 Gegen Qinlian Decoction (GQD), a classic TCM 
formula, is widely used in the treatment of T2DM in 
China.6 Studies have found that GQD can greatly reduce 
fasting blood glucose (FBG), glycated hemoglobin A1c 
(HbA1c), glycosylated serum protein and fasting insulin 
in diabetic rats.7,8 

 The main active ingredients of GQD, including 
puerarin, baicalin, berberine and glycyrrhizin, 
have been shown to have hypoglycemic effects.9,10 
Metformin has been recommended as the first-line 
glucose-lowering treatment for T2DM and is effective 
both as monotherapy and in combination with other 
hypoglycemic medications.11 There are a number of 
studies on the role of metformin combined with other 
antihyperglycemic agents on T2DM, but there is limited 
research on the combination of metformin and GQD.12,13 
This study aimed to investigate the clinical effect of GQD 
combined with metformin for treatment of patients with 
T2DM to provide evidence for clinical treatment.

METHODS

 In this retrospective observational study, the clinical 
data of 89 patients diagnosed with T2DM in the 
Department of Acupuncture and Massage, Hainan 
Medical University from January 2021 to June 2022 were 
reviewed. Patients were nonrandomized and divided 
into two groups based on the treatment received. 
Patients who received metformin only were assigned 
to the control group (n=48), and patients who received 
GQD combined with metformin were assigned to the 
observation group (n=41).
Ethical Approval:  The study was approved by the ethics 
committee of Hainan Medical College (No. HYLL-2022-
134, Date: 2022-03-24), and written informed consent 
was obtained from all patients.
Inclusion Criteria:
• Patients between the ages of 18 and 70 years. 
• Diagnosed with T2DM: FPG ≥7.0 mmol/L or 2h 

plasma glucose (2h PG) during oral glucose tolerance 
test (OGTT) ≥11.1 mmol/L.14

• Identified with damp-heat type T2DM.4,5 
• With complete clinical data.
Exclusion Criteria: 
• Patients with Type-1 diabetes mellitus.
• With severe mental disorders.
• With severe liver and kidney dysfunction.
• With contraindications to metformin.
• Complicated with malignant tumor.
• Were pregnant and lactating women.
 The study followed the Strengthening the Reporting 
of Observational Studies in Epidemiology (STROBE) 
reporting guideline (https://www.strobe-statement.
org/).15

Treatment Methods:
Control group: Patients were treated with metformin 
(Beijing Jingfeng Pharmaceutical Group Co., Ltd.; 

approval no.: H11021518; specification: 0.25g/piece) 
twice a day at a dose of 500mg. The dose was adjusted 
according to the blood glucose monitoring of the patients 
and controlled within 2000 mg/d.16 The treatment lasted 
two months with daily dietary guidance and lifestyle 
intervention.
Observation group: Patients were treated with GQD 
combined with metformin. Metformin treatment was 
the same as the control group. The formula of GQD was 
Pueraria lobata (Willd.) Ohwi (ge gen) 15g, Scutellaria 
baicalensis Georgi (huang qin) 9g, Coptidis chinensis 
Franch. (huang lian) 9g and Glycyrrhiza uralensis 
Fisch. (gan cao) 6g.17 If the patient had weakness 
of limbs and abnormal sweating, calcined keel and 
floating wheat were added. If the patient had dry 
stool, dry mouth, and bad breath, heterophylla, Radix 
Ophiopogon japonicus, and Schisandra were added. 
If the patient was physically weak, tired, or sleepless 
at night, Suanzaoren and polygala were added.14 The 
decoction was decocted with water for 200mL in total/
bag by the TCM pharmacy department of our hospital. 
The patients were treated with the decoction twice 
a day, once in the morning and once in the evening, 
200mL each time, continuously for two months with 
daily dietary guidance and lifestyle intervention.
Observational Indicators: Blood glucose levels: FPG, 
2-h PG and HbA1c of all patients pre- and post-treatment 
were collected. 
Traditional Chinese medicine (TCM) syndrome scores: A 
TCM syndrome scale was adopted to evaluate the TCM 
syndrome scores of the patients pre- and post-treatment 
by physicians. The main symptoms assessed included 
distension and fullness in the abdomen, thirst and lack 
of drinking, lack of appetite, and head and body fatigue. 
Scores were 0, 2, 4, and 6 points, and the higher the score, 
the more serious the syndrome. Secondary symptoms 
included limb fatigue, heart and chest congestion, red and 
yellowish urine, and uncomfortable bowel movements 
and were scored as 0, 1, 2, and 3 points, with higher scores 
being more serious.5 Total TCM syndrome score = main 
symptom score + secondary symptom score.
Clinical effect assessment is described below.18 
1. Markedly effective: Disappearance of clinical 

symptoms post-treatment, FPG <7mmol/L, and two 
hours PG <8.3mmol/L.

2. Effective: Significant improvement in clinical 
symptoms post-treatment, FPG 7-9mmol/L, and two 
hours PG 8.3-10.5mmol/L.

3. Ineffective: No improvement in clinical symptoms 
post-treatment, FPG >9mmol/L, and 2h PG 
>10.5mmol/L.

Total effective rate = (Number of markedly
effective patients + Number of effective patients) / 

Total number of patients × 100%.
 Blood glucose time in range and adverse reactions: 
Clinical data about blood glucose time in healthy range 
and adverse reactions post-treatment were collected. 
Adverse reactions included diarrhea, nausea and 
vomiting, and hypoglycemia.
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Statistical Analysis: Data were analyzed using SPSS 22.0 
(IBM, USA). Continuous, normally distributed variables 
were presented as mean ± SD, and Student’s t-test was 
used to compare the differences between the two groups. 
Continuous, not normally distributed variables were 
presented as median (interquartile range), and Mann-
Whitney U-test was used to compare the differences 
between the two groups. Paired-sample t-test compared 
before and after treatment within a group. Categorical 
variables were presented as frequency and percentage 
(n, %), and Chi-square test was used to compare the 
differences between the two groups. The differences were 
considered statistically significant when P<0.05.

RESULTS

 The observation group consisted of 24 males and 
17 females, aged 42-70 years, and the control group 
consisted of 26 males and 22 females, aged 43-67 
years (P=0.831). There were no statistically significant 
differences in age (53.66±6.84 vs. 53.13±5.24), BMI (26.51 
(IQR range: 25.25-27.23) vs. 26.58 (IQR range: 25.29-
27.00) and duration of T2DM (5.00(IQR range: 4.00-6.00) 
vs. 5.00 (IQR range: 4.00-6.00)) between the observation 
or control groups (P>0.05).
 Pre-treatment, there were no statistically significant 
differences in FBG, 2h PG and HbA1c levels between the 
two groups (P>0.05). Post-treatment, FBG, 2h PG and 
HbA1c levels of the two groups decreased significantly 
(P<0.001) with a greater decrease in the observation 
group (P<0.001; Table-I). Pre-treatment, there were no 
statistically significant differences in the TCM syndrome 

scores between groups (P>0.05). TCM syndrome scores 
were significantly lower post-treatment (P<0.001) with 
a greater decrease in the observation group (P<0.001; 
Table-II).
 The clinical effective rate in the observation group 
(92.68%) was higher than in the control group (77.08%) 
post-treatment (P<0.05; Table-III). Blood glucose time 
in range and the incidence of adverse reactions were 
significantly lower in the observation group (P<0.001; 
Table-IV).

DISCUSSION

 In this study, the combination of GQD and metformin 
showed a good efficacy in reducing blood glucose time 
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Table-I: Blood glucose levels pre- and post-treatment.

FBG (mmol/L) 2h PG (mmol/L) HbA1c (%)

Pre-treatment Post-treatment Pre-treatment Post-treatment Pre-treatment Post-treatment

Observation 
group (n=41) 8.37±1.38 5.43±1.02* 10.24±0.90 7.79±0.84* 8.35±0.51 5.23±0.42*

Control 
group (n=48) 8.42±1.29 6.73±1.19* 10.16±0.86 8.57±0.81* 8.37±0.56 5.99±0.56*

t -0.187 -5.483 0.389 -4.424 -0.191 -7.182

P 0.852 <0.001 0.698 <0.001 0.849 <0.001

*, P<0.001 when compared with the same group pre-treatment.

Table-III: The clinical effect between the two groups (n, %).

Markedly effective Effective Ineffective Total effective rate

Observation group (n=41) 24(58.54) 14(34.15) 3(7.31) 38(92.68)

Control group (n=48) 16(33.33) 21(43.75) 11(22.92) 37(77.08)

χ2 7.065

P <0.05

Table-II: TCM syndrome scores pre- and
post-treatment [mean (IQR range)].

Pre-treatment Post-treatment

Observation 
group (n=41) 23.00(22.00-25.00) 13.00(11.50-15.00)*

Control group 
(n=48) 23.50(22.25-24.75) 16.00(15.00-17.75)*

Z -0.664 -5.421

P 0.507 <0.001

*, P<0.001 when compared with the same group pre-
treatment.
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in range and adverse reactions. Although metformin 
has been recommended as the first-line hypoglycemic 
agent for T2DM, studies have shown that combined 
therapy of metformin and other medications is more 
efficacious than metformin monotherapy.14,19 It was 
reported that long-term administration of metformin 
may lead to insulin resistance (IR), gastrointestinal side 
effects, lactic acidosis, and vitamin B12 deficiency.20 

Thus there is a need for a safer and efficacious 
treatment for T2DM. In TCM, diabetes is a “Xiaoke 
disease (a disease characterized by frequent drinking 
and urination)”, which is considered to be caused by 
“Yin deficiency and dryness-heat”.21 TCM believes that 
the treatment of “Yin deficiency and dryness-heat” 
requires the circulation of Yang, the nourishment 
of Qi and Yin, and the elimination of blood stasis, 
reducing blood glucose levels and ing dampness and 
heat.21 In our study, GQD consisted of Pueraria lobata 
(Willd.) Ohwi (ge gen), Scutellaria baicalensis Georgi 
(huang qin), Coptidis chinensis Franch. (huang lian) 
and Glycyrrhiza uralensis Fisch. (gan cao), which can 
remove dampness and heat. Pueraria lobata (Willd.) 
Ohwi (ge gen) can clear away heat by Yangming 
meridian and produce fluid to moisten dryness.22 
Scutellaria baicalensis Georgi (huang qin) and Coptidis 
chinensis Franch. (huang lian) can clear away excess 
heat from the stomach and lung, which could remove 
glucose from the blood.23

 Studies have also reported the hypoglycemic effect 
of Pueraria lobata (Willd.) Ohwi (ge gen), Scutellaria 
baicalensis Georgi (huang qin) and Coptidis chinensis 
Franch. (huang lian).20 Ryuk et al reported that when 
combined with metformin, GQD had a synergistic 
effect on blood glucose control and could effectively 
improve diabetes-related clinical symptoms including 
sweating, thirst, fear of heat, and other related 
symptoms.24 Since GQD is a combination of several 
Chinese herbs, the effects of GQD are multi-factorial 
with complex mechanistic effects in T2DM, but Tu et 
al. found that the anti-diabetic/or antihyperglycemic 
effects of GQD worked by regulating adipocytic 
PPARα and PPARγ signaling systems to maintain 
glucose and lipid metabolisms.23 In this study, it was 

found that the combination of GQD and metformin 
can significantly reduce FBG, 2h PG, HbA1c levels 
and improve TCM syndrome, which supported the 
findings by Chen et al.25

 It was also found that the combination of GQD and 
metformin can reduce blood glucose time in range and 
adverse reactions. Hypoglycemia, nausea, vomiting 
and diarrhea are the most common adverse reactions 
of metformin.18 The results of the study showed less 
adverse reactions in the observation group than the 
control group, suggesting GQD plus metformin has 
better safety. GQD is traditionally used for diarrhea 
and dysentery in TCM. In animal experiments, it was 
reported that GQD treats diarrhea by regulating gut 
microbiota and short-chain fatty acids.20

Limitations of the study: This was a retrospective 
study with a small sample size, possibly limiting the 
extrapolation of the results. The course of treatment 
was short and studies on long-term efficacy of GQD 
combined with metformin in patients with T2DM 
should be carried out in the future. Although TCM 
syndrome was evaluated by professionally trained 
doctors, there is still subjectivity, which may make the 
results biased.

CONCLUSION

 GQD combined with metformin can significantly 
reduce FBG, 2h PG and HbA1c levels, and improve 
TCM syndrome, with good clinical efficacy, shorter 
blood glucose time in range and less adverse reactions 
in patients with T2DM.

Funding: Hainan Natural Science Foundation General 
Project (Project No. 820MS055).

REFERENCES
1. Khan MAB, Hashim MJ, King JK, Govender RD, Mustafa H, 

Al Kaabi J. Epidemiology of Type-2 Diabetes - Global Burden 
of Disease and Forecasted Trends. J Epidemiol Glob Health. 
2020;10(1):107-111. doi: 10.2991/jegh.k.191028.001

2. Zheng Y, Ley SH, Hu FB. Global aetiology and epidemiology of 
type 2 diabetes mellitus and its complications. Nat Rev Endocrinol. 
2018;14(2):88-98. doi: 10.1038/nrendo.2017.151

Yingqi Chen et al.

Table-IV: Blood glucose time in range and adverse reactions post-treatment.

Blood glucose time in 
range (day, mean ± SD)

Adverse reactions (frequency, %)

Hypoglycemia Diarrhea Nausea/vomiting Adverse reaction rate

Observation 
group (n=41) 8.07±1.79 2(4.88) 1(2.44) 2(4.88) 5(9.80)

Control group 
(n=48) 14.79±2.37 7(14.58) 6(12.50) 6(12.50) 19(39.58)

t/ χ2 -14.870 8.422

P <0.001** <0.05*
*, Chi-square test; **, Student’s t-test.



Pak J Med Sci     July - August  2023    Vol. 39   No. 4      www.pjms.org.pk     1112

3. Bommer C, Sagalova V, Heesemann E, Manne-Goehler J, Atun 
R, Barnighausen T, et al. Global Economic Burden of Diabetes 
in Adults: Projections From 2015 to 2030. Diabetes Care. 
2018;41(5):963-970. doi: 10.2337/dc17-1962

4. He L, Bao T, Yang Y, Wang H, Gu C, Chen J, et al. Exploring the 
pathogenesis of type 2 diabetes mellitus intestinal damp-heat 
syndrome and the therapeutic effect of Gegen Qinlian Decoction 
from the perspective of exosomal miRNA. J Ethnopharmacol. 
2022;285:114786. doi: 10.1016/j.jep.2021.114786

5.  Zhang GD, Liu XX, Liang JL, Hu QM. The Distribution Pattern of 
Traditional Chinese Medicine Syndromes in 549 Patients with 
Type-2 Diabetes. Diabetes Metab Syndr Obes. 2021;14:2209-2216. 
doi: 10.2147/DMSO.S295351

6.  Ren L, Cheng Y, Qin F. Herbal Formula Gegen-Qinlian Decoction 
for Type 2 Diabetes Mellitus: A Meta-Analysis of Randomized 
Controlled Trials. Evid Based Complement Alternat Med. 
2020;2020:3907920? doi: 10.1155/2020/3907920

7. Zhou Q, Song N, Wang SQ, Wang Y, Zhao YK, Zhu XD. Effect 
of Gegen Qinlian Decoction on Hepatic Gluconeogenesis 
in ZDF Rats with Type 2 Diabetes Mellitus Based on the 
Farnesol X Receptor/Ceramide Signaling Pathway Regulating 
Mitochondrial Metabolism and Endoplasmic Reticulum Stress. 
Evid Based Complement Alternat Med. 2021;2021:9922292. doi: 
10.1155/2021/9922292

8. Han J, Wang Z, Xing W, Yuan Y, Zhang Y, Lv T, et al. Effect of Gegen 
Qinlian Decoction on Cardiac Gene Expression in Diabetic Mice. 
Int J Genomics. 2017;2017:7421761. doi: 10.1155/2017/7421761

9. Guo J, Chen H, Zhang X, Lou W, Zhang P, Qiu Y, et al. The 
Effect of Berberine on Metabolic Profiles in Type 2 Diabetic 
Patients: A Systematic Review and Meta-Analysis of Randomized 
Controlled Trials. Oxid Med Cell Longev. 2021;2021:2074610. doi: 
10.1155/2021/2074610

10. Lu JZ, Ye D, Ma BL. Constituents, Pharmacokinetics, and 
Pharmacology of Gegen-Qinlian Decoction. Front Pharmacol. 
2021;12:668418. doi: 10.3389/fphar.2021.668418

11. Rashid M, Shahzad M, Mahmood S, Khan K. Variability in the 
therapeutic response of Metformin treatment in patients with type 
2 diabetes mellitus. Pak J Med Sci. 2019;35(1):71-76. doi: 10.12669/
pjms.35.1.100

12. Karacaer C, Demirci T, Cengiz H, Varim C, Tamer A. The effect 
of short-term intensive insulin therapy in newly-diagnosed Type-
2 diabetic patients. Pak J Med Sci. 2021;37(7):1972-1978. doi: 
10.12669/pjms.37.7.4013

13. Liu Z, Zhao X, Sun W, Wang Y, Liu S, Kang L. Metformin combined 
with acarbose vs. single medicine in the treatment of type 2 
diabetes: A meta-analysis. Exp Ther Med. 2017;13(6):3137-3145. 
doi: 10.3892/etm.2017.4333

14. American Diabetes Association. 2. Classification and Diagnosis of 
Diabetes: Standards of Medical Care in Diabetes-2021. Diabetes 
Care. 2021;44(Suppl 1):S15-S33. doi: 10.2337/dc21-S002

15. Von Elm E, Altman DG, Egger M, Pocock SJ, Gøtzsche PC, 
Vandenbroucke JP. STROBE Initiative. The Strengthening the 
Reporting of Observational Studies in Epidemiology (STROBE) 
Statement: guidelines for reporting observational studies. Int J 
Surg. 2014;12(12):1495-1499. doi: 10.1016/j.ijsu.2014.07.013

16.  Garber AJ, Duncan TG, Goodman AM, Mills DJ, Rohlf JL. Efficacy of 
Metformin in Type II Diabetes: Results of a Double-Blind, Placebo-
controlled, Dose-Response Trialfn1fn1This work was supported by 
Bristol-Myers Squibb Company, Princeton, New Jersey. Am J Med. 
1997;103(6):491-497. doi: 10.1016/S0002-9343(97)00254-4

17.  Xu X, Niu L, Liu Y, Pang M, Lu W, Xia C, et al. Study on the 
mechanism of Gegen Qinlian Decoction for treating type II 
diabetes mellitus by integrating network pharmacology and 
pharmacological evaluation. J Ethnopharmacol. 2020;262:113129. 
doi: 10.1016/j.jep.2020.113129

18. Ren Y, Xiong P, Zhong C, Zhang P, Jia B. The effect of Gegen 
Qinlian Decoction on clinical prognosis and islet function for type 
2 diabetic mellitus: A protocol for systematic review and meta-
analysis. Medicine (Baltimore). 2021;100(5):e24210. doi: 10.1097/
MD.0000000000024210

19. Mubeen S, Amjad Z, Memon FM, Ashraf SU. The Short-
term Effects of Insulin, Metformin and Insulin-Metformin 
Combination on the Liver Morphology in High Fat Diet / 
Streptozotocin Induced Diabetic Albino Rats. J Coll Physicians 
Surg Pak. 2016;26(12):962-966.

20. Tian J, Jin D, Bao Q, Ding Q, Zhang H, Gao Z, et al. Evidence 
and potential mechanisms of traditional Chinese medicine for 
the treatment of type 2 diabetes: A systematic review and meta-
analysis. Diabetes Obes Metab. 2019;21(8):1801-1816. doi: 10.1111/
dom.13760

21. Guo J, Chen H, Song J, Wang J, Zhao L, Tong X. Syndrome 
Differentiation of Diabetes by the Traditional Chinese Medicine 
according to Evidence-Based Medicine and Expert Consensus 
Opinion. Evid Based Complement Alternat Med. 2014;2014:492193.  
doi: 10.1155/2014/492193

22. Tong XL, Zhao LH, Lian FM, Zhou Q, Xia L, Zhang JC, et al. 
Clinical observations on the dose-effect relationship of gegen qin 
lian decoction on 54 out-patients with type 2 diabetes. J Tradit Chin 
Med. 2011;31(1):56-59. doi: 10.1016/s0254-6272(11)60013-7

23. Tu J, Zhu S, Li B, Xu G, Luo X, Jiang L, et al. Gegen Qinlian 
Decoction Coordinately Regulates PPARγ and PPARα to Improve 
Glucose and Lipid Homeostasis in Diabetic Rats and Insulin 
Resistance 3T3-L1 Adipocytes. Front Pharmacol. 2020;11:811.  doi: 
10.3389/fphar.2020.00811

24. Ryuk JA, Lixia M, Cao S, Ko BS, Park S. Efficacy and safety of 
Gegen Qinlian decoction for normalizing hyperglycemia in diabetic 
patients: A systematic review and meta-analysis of randomized 
clinical trials. Complement Ther Med. 2017;33:6-13. doi: 10.1016/j.
ctim.2017.05.004

25. Chen J, Xu Y, Zhao Y, Liu G, Cui J, Li Y, et al. Effect and safety of 
combined Gegen Qinlian decoction/metformin in the treatment of 
diabetes mellitus in patients, and its influence on serum C peptide 
and glycosylated hemoglobin. Trop J Pharm Res. 2022;21(5):1055-
1060. doi: 10.4314/tjpr.v21i5.20

Authors’ Contributions:

YC and XZ: Conceived, designed the study, involved in 
the writing of the manuscript and are responsible for the 
integrity of the study.
YC, XZ, ZJ, and YL: Collected the data and performed 
the analysis.
All authors have read and approved the final manuscript.


	OLE_LINK15
	OLE_LINK55
	OLE_LINK1
	OLE_LINK49
	OLE_LINK2
	OLE_LINK66
	OLE_LINK10
	OLE_LINK48
	OLE_LINK37
	OLE_LINK13
	OLE_LINK25
	OLE_LINK43
	OLE_LINK44
	OLE_LINK42
	OLE_LINK26
	OLE_LINK22
	OLE_LINK50
	OLE_LINK67
	OLE_LINK39
	OLE_LINK33
	OLE_LINK68
	_Hlk100875618
	OLE_LINK58
	OLE_LINK52
	OLE_LINK59
	OLE_LINK72
	OLE_LINK62
	OLE_LINK63
	OLE_LINK56
	_Hlk116051319
	OLE_LINK35
	OLE_LINK74
	OLE_LINK27
	OLE_LINK76
	OLE_LINK78
	OLE_LINK75
	_Hlk119543200
	_Hlk29907029
	_bookmark6
	_Hlk119541915
	_Hlk119532676
	_Hlk119541960
	_Hlk119542183
	_Hlk119542258
	_Hlk119543601
	_Hlk119543823
	_Hlk119543926
	_Hlk128992143
	_Hlk128944770
	_Hlk126476771
	_Hlk125576779
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_Hlk128397488
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_Hlk127596694
	_GoBack
	_GoBack
	_Ref91345770
	_Ref91346185
	_GoBack
	_Hlk110178481
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	bookmark=id.30j0zll
	_GoBack
	_heading=h.1fob9te
	_Hlk113951669
	_Hlk526793642
	_GoBack
	Conclusions:_
	_GoBack
	_Hlk128215481
	_GoBack
	OLE_LINK5
	OLE_LINK6
	OLE_LINK17
	OLE_LINK22
	OLE_LINK23
	OLE_LINK24
	OLE_LINK25
	OLE_LINK1
	_Ref71538069
	_Ref70616035
	_Ref70613026
	_GoBack
	_GoBack
	_GoBack
	_Hlk119447878
	_Hlk119447850
	_Hlk120453982
	_Hlk120491415
	_Hlk126273074
	_Hlk116245239
	_Hlk116245385
	_Hlk112237740
	_Hlk126187988
	_Hlk124033614
	_Hlk126186052
	_Hlk131943897
	_GoBack
	_Hlk128257372
	_Hlk127738830
	_Hlk128039063
	_Hlk127738875
	_Hlk127738952
	_GoBack
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_ENREF_25
	_ENREF_26
	_ENREF_27
	_ENREF_28
	_GoBack
	_Hlk130390429
	_GoBack
	_GoBack
	_Hlk109723753
	_Ref102469887
	_GoBack
	OLE_LINK5
	_Hlk133706596
	_GoBack
	_Hlk133696250
	_GoBack
	_GoBack

