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Introduction
In March 2020 the World Health Organization declares the 

COVID-19 disease as a Pandemic [1]. In Mexico there are with 
COVID-19 until March 2021, 2, 151, 028 confirmed patients, 
440,983 suspected cases and 193,142 deaths [2]. The incubation 
period for COVID-19 is 5-6 days with an average time between 
the onset of symptoms and recovery in patients with mild illness 
of approximately 2 weeks [3,4]. Fever, cough and headache are 
the most common symptoms in Mexico of COVID-19 [5]. Fever, 
cough, and headache are the most common symptoms of COVID-19  

 
in Mexico. Ivermectin in in vitro studies has an antiviral effect in 
response to SARS-CoV-2 due to the fact that it presents pulmonary 
concentrations above its mean effective concentration maximum 
(EC50) in more than 10 times [6]. Within the pharmacokinetic 
action of absorption and elimination of Ivermectin as a possible 
treatment of COVID-19, they have been studied under a dose of 6mg 
of Ivermectin. Various studies have been conducted on the efficacy 
of Ivermectin in COVID-19 [7-9], but the results are not conclusive, 
as Lespine refers, mentioning to carry out more research to better 
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evaluate the effectiveness of Ivermectin in the treatment of SARS-
CoV-2 [10]. Authors report that Azithromycin has in vitro effects 
on SARS-CoV-2 [11,12]. In addition, the mechanism of action is like 
that of an anti-inflammatory drug, reducing the mediators of the 
secretory phenotype associated with senescence (SASP), such as 
IL-1beta and IL-6 [13,14]. 

In a Randomized Clinical Trial where dual therapy was given 
that included Azithromycin, 83% of the virologically cured patients 
were shown on day 4 of treatment of patients with COVID-19 [15]. 
Studies derived from COVID-19 conclude that initial treatment 
with Low Molecular Weight Heparins (LMWH) reduces mortality 
by 48% at 7 days and 37% at 28 days and achieves a significant 
improvement in the blood pressure / oxygen ratio. Inspired 
fraction of O2 (PaO2 / FiO2) by mitigating microthrombus 
formation and associated pulmonary coagulopathy. For this reason, 
the studies derived from COVID-19 use LMWH in all cases during 
admission in prophylactic doses for at least 7 days [16]. The use 
of Rivaroxaban 10 mg once daily has been compared with LMWH 
in the prevention of VTE (venous thromboembolism) after major 
orthopedic surgery [17]. Rivaroxaban is potent, oral, highly 
selective, a direct factor Xa inhibitor, and effective for primary and 
secondary thromboprophylaxis, [18,19] therefore, the hypothesis 
of this study is whether there will be a modification in the clinical 
evolution of ≥ 25% of patients with a diagnosis of COVID-19 under 
an early intervention treatment with Azithromycin / Ivermectin / 
Ribaroxaban vs. Azithromycin / Ribaroxaban for 14 days followed 
by video call from U.M.F 13 and U.M.F 20 from I.M.S.S. 

Materials and Methods
The present study is a randomized, single-blind, prospective, 

longitudinal, and open-label experimental study design. Prior 
acceptance of informed consent, patients who belonged to Family 
Medicine Unit No. 20 and No. 13 of the Federal District were selected. 
North of the IMSS, with inclusion criteria that are patients over 18 
years of age, with comorbidities such as Type 2 Diabetes Mellitus, 
Systemic Arterial Hypertension, Overweight or Obesity as well as 
meeting the operational definition COVID-19 and confirmatory 
test of P.C.R. positive within the first days of the disease (being 
evaluated in the Family Medicine Units), for the follow-up video 
calls to the patients UMF No. 20 and No. 13 there was installation 
of electronic equipment for the use of the Internet, Exclusion 
criteria are patients with severe COVID-19 (requiring immediate 
hospital referral), presence of any personal pathological history of 
hematological diseases, allergy to macrolides (Azithromycin) and 
Ivermectin. 

Procedure

If the patient, with prior informed consent, agreed to participate 
in the study after the positive COVID19 test, patients with Mild 
Clinical Phase Covid-19, they were instructed to take medications 
according to the groups that will be managed and according to 
those prescribed by the doctor Researcher, it could be previous 

randomization assigned to Group A with taking the following 
medications: Paracetamol 500mg orally 1 tablet every 8 hours for 3 
days in case of fever equal to or greater than 38.3 °C, Azithromycin 
500mg tablets will take 1 tablet single dose the first day and then 
half a tablet (250mg) orally every 24 for 4 days, Ivermectin tablets 
of 200mcg which will be calculated according to your weight and 
dose, will be every 24 hours for 2 days and Rivaroxaban tablets 
of 10mg will take 1 every 24 hours for 10 days. If it was Group B, 
take Paracetamol 500mg orally 1 tablet every 8 hours for 3 days in 
case of fever equal to or greater than 38.3 °C, Azithromycin 500mg 
tablets will take 1 tablet single dose the first day and then half a 
tablet via orally every 24 hours for 4 days and Rivaroxaban 10mg 
tablets will take 1 every 24 hours for 10 days. Likewise, during 
the taking of medications and later until completing 14 days, a 
monitoring was carried out through a video call via WhatsApp, 
daily from 10am to 2pm, including Saturday and Sunday with 
a duration of approximately 15 minutes, to know and record the 
presence or absence of clinical symptoms (Headache, Cough, Fever, 
Conjunctivitis, Myalgia, Arthralgia, Rhinorrhea, Odynophagia, 
Anosmia, Chest pain, Dyspnoea) and adverse reactions (Diarrhea, 
Nausea, Vomiting, Disorientation, Dizziness, Asthenia, Ecchymosis 
/ petechiae, Vertigo, Tinnitus, Urticaria, Hemorrhage, Angioedema, 
Palpitations, Chest pain) to medications related to COVID19. 
During the first day of your participation in the protocol, you 
will be informed to attend the General Hospital of Zone No. 48 of 
the IMSS at 8:30am, in the laboratory area for the extraction of 5 
milliliters of blood and take a hematic biometry, C-reactive protein, 
D-dimer, ferritin, prothrombin time, thromboplastin time, and 
lactic dehydrogenase. 

Statistics 

For the size of the sample, it is stated that assuming an efficacy of 
25% in modifying the clinical evolution (Symptoms of fever, cough, 
headache, myalgia, odynophagia, anosmia, rhinorrhea, arthralgia, 
chest pain, dyspnea, conjunctivitis) with a diagnosis of COVID-19 
under a comparative early intervention treatment for 14 days 
followed by video call, with a power of 90%, a type I error rate of 1% 
and a loss to follow-up of 20%; We calculated a total of 114 patients 
with COVID-19, that is, 67 cases in group A with Azithromycin / 
Ivermectin / Ribaroxaban / Paracetamol treatment and 47 in group 
B with Azithromycin / Ribaroxaban / Paracetamol treatment would 
be necessary for the analysis. Statistical differences were evaluated 
using Pearson’s Chi-square test as categorical variables, Student’s t 
test for quantitative variables, survival analysis, and Kaplan-Meier 
using the log-rank test method, as appropriate. The analyzes will be 
carried out in SPSS version 21. 

Randomization 

For the conformation of the groups, random numbers 
generated by lottery were used in which the patient, as he arrived, 
took a piece of paper which had the number of the group to which 
it will be assigned. Performing a type of randomization by blocks, 
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A (Azithromycin, paracetamol, Ivermectin and Ribaroxaban) and 
B (paracetamol, Azithromycin, and Ribaroxaban), with 65 and 46 
participants, respectively. The mechanism used to implement the 
random assignment sequence was the use of two containers that 
will include 67 blue boxes and another of 47 orange boxes with 
the identification of the color to the assigned treatment, which 
was carried out by a doctor. The personnel who generated the 

random allocation sequence was a physician (considered the only 
role in the study) and who selected the participants and assigned 
the participants to the interventions was an associate investigator 
(considered the only role in the study). The study was kept blinded 
after assigning the interventions to the given patient who does not 
know what treatment he is receiving and to the treatment group A 
or B that was assigned. 

Results 

Figure 1: C-maf gene sequence.

Table 1: Characteristics population in patients with COVID-19 under a treatment of intervention early in the UMF 13 and UMF 20. 

Characteristics
Double Therapy Azithromycin / 

Ribaroxaban
Triple Therapy Ivermectin / Azithromycin  / 

Ribaroxaban P-Value*
N = 46 % N = 65 %

Sex

Male 21 47.8 31 47.7
0.989

Feminine 24 52.2 3. 4 52.3

Age Groups

21- 30 years 8 17.4 6 9.2

0.471

31- 40 years 12 26.1 17 26.2

41- 50 years old 14 30.4 22 33.8

51- 60 years old 7 15.2 8 12.3

61- 70 years old 5 10.9 8 12.3

≥ 71 years 0 0 4 6.2

Marital Status

Single 12 26.1 13 20

0.597

Married 25 54.3 44 67.7

Widower 1 2.2 1 1.5

Free Union 7 15.2 5 7.7

Divorced 1 2.2 2 3.1

Occupation
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Part time 2 4.3 11 16.9

0.032

Full day 41 89.1 40 61.5

Housewife 1 2.2 4 6.2

Pensioner 2 4.3 9 13.8

Unemployed 0 0 1 1.5

Scholarship

Primary 2 4.3 1 1.5

0.216

Secondary 3 6.5 9 13.8

Preparatory 13 28.3 9 13.8

Technical career 4 8.7 4 6.3

Bachelor’s degree 21 45.7 32 49.2

Others 3 6.5 10 15.4

Note: *p <0.05 Pearson’s  Chi- square test

Table 2: Cross tabulated outcome in modification of the evolution clinical vs fails therapeutic by type of treatment in patients with 
COVID-19 UMF 13 and UMF 20 of the IMSS.

Dual Therapy

(Azithromycin, Rivaroxaban )
Triple Therapy (Ivermectin, 
Azithromycin, Rivaroxaban) P-value*

Modification of 
clinical evolution

Therapeutic failure

Total

Count

% within Outcome

% within Treatment

% of the total

Count

% within Outcome

% within Treatment

% of the total

Count

% within Outcome

% within Treatment

% of the total

44

42.70%

95.70%

39.60% two

25.00%

4.30%

1.80%

46

41.40%

100.00%

41.40%

59

57.30%

90.80%

53.20%

6

75.00%

9.20%

5.40%

65

58.60%

100.00%

58.60%

103

100.00%

92.80%

92.80%

8

100.00%

7.20%

7.20%

111

100.00%

100.00%

100.00%

0.327

Note: *p <0.05  Pearson’s Chi-square test

Table 3: Average  days in  COVID-19 symptoms by type of therapy in the UMF 20 and UMF 13 of the IMSS.

Symptoms Therapy* N= 111 Average Days Deviation Standard
95% Confidence Interval

P Value**
Lower Higher

Cough Double Triple 46
45

7
7

5.4
5.6 -2,350 1,864 0.819

Fever Double Triple 46
45

2
2

3.4
3.2 -1,250 1,246 0.997

Headache Double Triple 46
65

6
5

5.2
4.9 -0.717 3,107 0.218

Rhinorrhea Double Triple 46
65

3
3

4.8
4.3 -1,657 1,799 0.935

Odynophagia Double Triple 46
65

5
5

4.9
5.4 -2,008 1,944 0.975

Diarrhea Double Triple 46
65

2
1

4
2.2 -0.133 2,217 0.082

Myalgia Double Triple 46
65

6
5

5.6
5 -1,093 2,939 0.082

Anosmia Double Triple 46
65

5
6

5.8
5.9 -3.557 0.951 0.254

Conjunctivitis Double Triple 46
65

2

1
-0.132 2,475 0.078
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Chest Pain Double Triple 46
65

5
4

5.6
4.8 -1.037 2,887 0.352

Dyspnea of Movement Double Triple 46
65

2
2

4.1
3.9 -1,310 1,742 0.799

Dyspnea at Rest Double Triple 46
65

1
2

3.3
3.6 -1,626 1,055 0.674

Major Symptoms Double Triple 46
65

5
5

3.1
3.4 -0.965 1,544 0.648

Minor Symptoms Double Triple 46
65

3
3

2.7
2.5 -0.68 1,298 0.537

Day Start Therapy* Double Triple 46
64

4
4

1.9
1.6 -0.427 0.86 0.573

Note: *Double Therapy (Azithromycin, Rivaroxaban), Triple Therapy (Ivermectin, Azithromycin, Rivaroxaban) **p <0.05 , student’s t test

Table 4: Average days symptoms of COVID-19 under treatment intervention or n temp r ana for outcome in UMF 13 and 20 of the IMSS.

Symptoms Outcome N= 111 Average Days Deviation Standard
95% Confidence Interval

P Value**
Lower Higher

Cough
Modification of Evolution 

Clinic*
Therapeutic Failure**

103
8

7
4

5.6
3.3 0.452 6,227 0.027

Fever

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

2
1

3.3

1.7
-1,936 2,817 0.714

Head Ache

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

6
2

5

2
1,025 8,150 0.012

Rhinorrhea

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

4
1

4.6

1.4
1,495 4,284 0

Odynophagia

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

5

2

5.2

3.2
0.611 6,200 0.022

Diarrhea

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

2

1

3.2

2.1
-1,771 2,764 0.665

Myalgia

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

6

5

5.4

2
0.098 7,664 0.044

Anosmia

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

6

2

6

2.3
0.285 8,752 0.037

Conjunctivitis

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

1

1

3.6

1.4
-1,569 3,462 0.457

Chest Pain

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

4

1

5.2

1.5
1,918 4,915 0

Dyspnea of 
Movement

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

2

3

4.1

2.9
-3,865 1,940 0.512
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Dyspnea at 
Rest

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

1

3

3.5

2.9
-3,960 1,123 0.271

Major Symp-
toms

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

5

2

3.3

1.5
0.497 5,158 0.018

Minor Symp-
toms

Modification of Evolution 
Clinic*

Therapeutic Failure**

103

8

3

2

2.6

1.2
0.739 2,866 0.003

Note: *first level recovery , **shipment to second level, hospital. ** *p <0.05, student’s t test

Table 5: Median accumulated survival in the days of COVID-19 symptoms under pharmacological treatment  by outcome in the UMF 13 
and UMF 20 of the IMSS.

Outcome Symptom

Median

Cumulative

Survival

Median Standard Error

95% Confidence

Interval
Log Rank 
(Man-

tel-Cox)
Lower Limit Upper Limit

Modification of clini-
cal evolution

Therapeutic Failure

​

Cough
Fever

Headache
Rhinorrhea

Odynophagia
Diarrhea
Myalgia
Anosmia

Conjunctivitis
Chest pain

Dyspnea of move-
ment Dyspnea at rest

Major symptoms

Minor symptoms 
Cough Fever

Headache
Rhinorrhea

Odynophagia
Diarrhea
Myalgia
Anosmia

Conjunctivitis
Chest pain

Dyspnea of move-
ment Dyspnea at rest

Major symptoms

Minor symptoms

57.20%
23.30%
43.60%
25.20%
35.90%
18.40%
43.68%
40.77%
12.50%
32.03%

18.44%

16.50%

39.80%

20.38%

8,000
0

5,000
1,000
4,000
4,000
4,000
4,000
4,000
1,000

0

0

4,000

0

3,000
1,000

0
0
0

4,000
1,000

0
4,000
4,000

1,000

1,000

1,000

0

0.776
SD°

0.662
SD°

0.719
SD°

1,087
1,952

SD°
SD°
SD°
SD°

0.669

SD°
1,886

0.408

SD°
SD°
SD°
SD°

0.685
SD°
SD°
SD°

1,414

1,414

0.707

SD°

6,479
SD°

3,703
SD°

2,591
SD°

1,870
0.175

SD°
SD°
SD°
SD°

2,688

SD°
0

0.2
SD°
SD°
SD°
SD°
SD°

0
SD°
SD°
SD°

0

0

0

SD°

9,521
SD°

6,297
SD°

5,409
SD°

6,130
7,825

SD°
SD°
SD°
SD°

5,312

SD°
6,696
1,800

SD°
SD°
SD°
SD°

2,342
SD°
SD°
SD°

3,772

3,772

2,386

SD°

p = 0 
.014 p = 

0.769 p = 
0.001 p = 
0.028 p = 
0.029 p = 
0.629 p = 
0.010 p = 
0.009 p = 
0.379 p = 
0.023 p = 

0.771

p = 0.044 
p = 0.208

Note: °No  data
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Table 6.1: Table of life of the symptoms of patients with COVID-19 by type of therapy during a follow-up for 14 days.

Thera-
py

Inter-
val in 
Days

Cough % P Value Fever % P Value Head-
ache % P Value Odyno-

phagia % P 
Value

Rhi-
nor-
rhea

% P 
Value

Total 
COVID 

19 
Patients 

with 
Symp-
toms

Cu-
mu-

lative 
pro-
por-
tion 
sur-

viving 
to 

end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms

Cumu-
lative 
pro-
por-
tion 
sur-

viving 
to 

end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms

Cumu-
lative 
pro-
por-
tion 
sur-

viving 
to 

end of 
inter-
val in 
days

Total 
COVID 

19 
Patients 

with 
Symp-
toms

Cu-
mu-

lative 
pro-
por-
tion 
sur-
viv-
ing 
to 

end 
of in-
ter-

val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms

Cu-
mu-

lative 
pro-
por-
tion 
sur-

viving 
to 

end of 
inter-
val in 
days

Double 
Therapy

0 46|22 52.2 p=0.209* 46|33 28.3 p=0.037* 46|27 41.3 p=0.116* 46|15 67.4 p= 
0.381* 46|21 54.3 p= 

0.491*

1 24|3 45.7 13|2 23.9 19|5 30.4 31|3 60.9 25|5 43.5

2 34|3 43.5 11|1 21.7 14|2 26.1 28|2 56.5 20|0 43.5

3 21|1 43.5 10|0 19.6 12|2 21.7 26|0 56.5 20|1 41.3

4 20|0 39.1 10|1 17.4 10|2 17.4 26|3 50 19|0 41.3

5 20|2 34.8 9|1 15.2 8|2 13 23|2 45.7 19|1 39.1

6 18|2 34.8 8|1 15.2 6|0 13 21|1 43.5 18|1 37

7 16|0 34.8 7|0 10.9 6|1 10.9 20|1 43.5 17|1 34.8

8 16|0 30.4 7|2 10.9 5|1 8.7 20|2 39.1 16|3 28.3

9 16|2 30.4 5|0 10.9 4|0 8.7 18|1 37 13|2 23.9

10 14|0 30.4 5|0 6.5 4|0 8.7 17|2 32.6 11|1 21.7

11 14|2 26.1 5|2 4.3 4|1 6.5 15|3 26.1 10|1 19.6

12 12|3 19.6 3|1 0 3|0 6.5 12|4 17.4 9|1 17.4

13 9|2 15.2 2|2 3|0 6.5 8|2 13 8|2 13

14 7|7 0 3|3 0 6|6 0 6|6 0

Triple 
Therapy 0 65|25 61.5 65|57 12.3 65|48 26.2 65|24 63.1 65|32 50.8

1 40|1 60 8|1 10.8 17|1 24.6 41|2 60 33|2 47.7

2 39|2 56.9 7|0 10.8 16|3 20 39|1 58.5 31|2 44.6

3 37|0 56.9 7|0 10.8 13|2 16.9 38|3 53.8 29|5 36.9

4 37|3 52.3 7|3 6.2 11|4 10.8 35|7 43.1 24|3 32.3

5 34|1 50.8 4|0 6.2 7|1 9.2 28|2 40 21|4 26.2

6 33|4 44.6 4|0 6.2 6|3 4.6 26|1 38.5 17|1 24.6

7 29|3 40 4|0 6.2 3|1 3.1 25|6 29.2 16|0 15.4

8 26|3 35.4 4|1 4.6 2|2 0 19|0 29.2 16|6 15.4

9 23|1 33.8 3|1 3.1 19|2 26.2 10|0 13.8

10 22|1 32.3 2|0 3.1 17|4 20 10|1 12.3

11 21|1 30.8 2|0 3.1 13|4 13.8 9|1 10.8

12 20|2 27.7 2|0 3.1 9|2 10.8 8|1 10.8

13 18|0 27.7 2|0 3.1 7|0 10.8 7|0 10.8

14 18|18 0 2|2 0 7|7 0 7|1 0
Note: therapy* Double Therapy ( Azithromycin, Rivaroxaban ), Triple Therapy ( Ivermectin, Azithromycin , Rivaroxaban ); Day and median survival of COVID-19 symptoms by 
type of therapy. * Statistically significant value p <0.05 Wilcoxon ( Gehan ) statistical test
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Table 6.2: Table of life of symptoms of patients with COVID-19 by type of therapy during a follow-up for 14 days.

Ther-
apy

In-
ter-
val 
in 

Days

Anos-
mia % P 

Value

Con-
juncti-

vitis
% P 

Value
Diar-
rhea % P 

Value Myalgia % P 
Value

Chest 
Pain % P 

Value

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total COVID 
19 Patients 

with 
Symptoms 
Number of 
COIVD 19 
patients 

with symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Dou-
ble 

Thera-
py

0 46|22 52.2 p= 
0.209* 46|33 28.3 p= 

0.037* 46|27 41.3 p= 
0.116* 46|15 67.4 p= 

0.381* 46|21 54.3 p= 
0.491*

1 24|3 45.7 13|2 23.9 19|5 30.4 31|3 60.9 25|5 43.5

2 34|3 43.5 11|1 21.7 14|2 26.1 28|2 56.5 20|0 43.5

3 21|1 43.5 10|0 19.6 12|2 21.7 26|0 56.5 20|1 41.3

4 20|0 39.1 10|1 17.4 10|2 17.4 26|3 50 19|0 41.3

5 20|2 34.8 9|1 15.2 8|2 13 23|2 45.7 19|1 39.1

6 18|2 34.8 8|1 15.2 6|0 13 21|1 43.5 18|1 37

7 16|0 34.8 7|0 10.9 6|1 10.9 20|1 43.5 17|1 34.8

8 16|0 30.4 7|2 10.9 5|1 8.7 20|2 39.1 16|3 28.3

9 16|2 30.4 5|0 10.9 4|0 8.7 18|1 37 13|2 23.9

10 14|0 30.4 5|0 6.5 4|0 8.7 17|2 32.6 11|1 21.7

11 14|2 26.1 5|2 4.3 4|1 6.5 15|3 26.1 10|1 19.6

12 12|3 19.6 3|1 0 3|0 6.5 12|4 17.4 9|1 17.4

13 9|2 15.2 2|2 3|0 6.5 8|2 13 8|2 13

14 7|7 0 3|3 0 6|6 0 6|6 0

Triple 
Thera-

py
0 65|25 61.5 65|57 12.3 65|48 26.2 65|24 63.1 65|32 50.8

1 40|1 60 8|1 10.8 17|1 24.6 41|2 60 33|2 47.7

2 39|2 56.9 7|0 10.8 16|3 20 39|1 58.5 31|2 44.6

3 37|0 56.9 7|0 10.8 13|2 16.9 38|3 53.8 29|5 36.9

4 37|3 52.3 7|3 6.2 11|4 10.8 35|7 43.1 24|3 32.3

5 34|1 50.8 4|0 6.2 7|1 9.2 28|2 40 21|4 26.2

6 33|4 44.6 4|0 6.2 6|3 4.6 26|1 38.5 17|1 24.6

7 29|3 40 4|0 6.2 3|1 3.1 25|6 29.2 16|0 15.4

8 26|3 35.4 4|1 4.6 2|2 0 19|0 29.2 16|6 15.4

9 23|1 33.8 3|1 3.1 19|2 26.2 10|0 13.8

10 22|1 32.3 2|0 3.1 17|4 20 10|1 12.3

11 21|1 30.8 2|0 3.1 13|4 13.8 9|1 10.8

12 20|2 27.7 2|0 3.1 9|2 10.8 8|1 10.8

13 18|0 27.7 2|0 3.1 7|0 10.8 7|0 10.8

14 18|18 0 2|2 0 7|7 0 7|1 0
	
Note: therapy* Double Therapy ( Azithromycin, Rivaroxaban ), Triple Therapy ( Ivermectin, Azithromycin , Rivaroxaban ); Day and median survival of COVID-19 symp-
toms by type of therapy. * Statistically significant value p <0.05 Wilcoxon ( Gehan ) statistical test.

http://dx.doi.org/10.26717/BJSTR.2021.35.005658


Copyright@ Gilberto Cruz Arteaga | Biomed J Sci & Tech Res | BJSTR. MS.ID.005658.

Volume 35- Issue 1 DOI: 10.26717/BJSTR.2021.35.005658

27387

Table 6.2: Table of life of symptoms of patients with COVID-19 by type of therapy during a follow-up for 14 days.
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Con-
juncti-
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Value
Diar-
rhea % P 

Value Myalgia % P 
Value

Chest 
Pain % P 

Value

Total 
COVID 
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with 
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ber of 
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19 pa-
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with 
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Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total COVID 
19 Patients 

with 
Symptoms 
Number of 
COIVD 19 
patients 

with symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Total 
COVID 
19 Pa-
tients 
with 

Symp-
toms 
Num-
ber of 
COIVD 
19 pa-
tients 
with 

symp-
toms

Cumu-
lative 
pro-
por-
tion 

surviv-
ing to 
end of 
inter-
val in 
days

Dou-
ble 

Thera-
py

0 46|22 52.2 p= 
0.209* 46|33 28.3 p= 

0.037* 46|27 41.3 p= 
0.116* 46|15 67.4 p= 

0.381* 46|21 54.3 p= 
0.491*

1 24|3 45.7 13|2 23.9 19|5 30.4 31|3 60.9 25|5 43.5

2 34|3 43.5 11|1 21.7 14|2 26.1 28|2 56.5 20|0 43.5

3 21|1 43.5 10|0 19.6 12|2 21.7 26|0 56.5 20|1 41.3

4 20|0 39.1 10|1 17.4 10|2 17.4 26|3 50 19|0 41.3

5 20|2 34.8 9|1 15.2 8|2 13 23|2 45.7 19|1 39.1

6 18|2 34.8 8|1 15.2 6|0 13 21|1 43.5 18|1 37

7 16|0 34.8 7|0 10.9 6|1 10.9 20|1 43.5 17|1 34.8

8 16|0 30.4 7|2 10.9 5|1 8.7 20|2 39.1 16|3 28.3

9 16|2 30.4 5|0 10.9 4|0 8.7 18|1 37 13|2 23.9

10 14|0 30.4 5|0 6.5 4|0 8.7 17|2 32.6 11|1 21.7

11 14|2 26.1 5|2 4.3 4|1 6.5 15|3 26.1 10|1 19.6

12 12|3 19.6 3|1 0 3|0 6.5 12|4 17.4 9|1 17.4

13 9|2 15.2 2|2 3|0 6.5 8|2 13 8|2 13

14 7|7 0 3|3 0 6|6 0 6|6 0

Triple 
Thera-

py
0 65|25 61.5 65|57 12.3 65|48 26.2 65|24 63.1 65|32 50.8

1 40|1 60 8|1 10.8 17|1 24.6 41|2 60 33|2 47.7

2 39|2 56.9 7|0 10.8 16|3 20 39|1 58.5 31|2 44.6

3 37|0 56.9 7|0 10.8 13|2 16.9 38|3 53.8 29|5 36.9

4 37|3 52.3 7|3 6.2 11|4 10.8 35|7 43.1 24|3 32.3

5 34|1 50.8 4|0 6.2 7|1 9.2 28|2 40 21|4 26.2

6 33|4 44.6 4|0 6.2 6|3 4.6 26|1 38.5 17|1 24.6

7 29|3 40 4|0 6.2 3|1 3.1 25|6 29.2 16|0 15.4

8 26|3 35.4 4|1 4.6 2|2 0 19|0 29.2 16|6 15.4

9 23|1 33.8 3|1 3.1 19|2 26.2 10|0 13.8

10 22|1 32.3 2|0 3.1 17|4 20 10|1 12.3

11 21|1 30.8 2|0 3.1 13|4 13.8 9|1 10.8

12 20|2 27.7 2|0 3.1 9|2 10.8 8|1 10.8

13 18|0 27.7 2|0 3.1 7|0 10.8 7|0 10.8

14 18|18 0 2|2 0 7|7 0 7|1 0
	
Note: therapy* Double Therapy ( Azithromycin, Rivaroxaban ), Triple Therapy ( Ivermectin, Azithromycin , Rivaroxaban ); Day and median survival of COVID-19 symp-
toms by type of therapy. * Statistically significant value p <0.05 Wilcoxon ( Gehan ) statistical test.

Table 6.3: Table of life of symptoms of patients with COVID-19 by type of therapy during a follow-up for 14 days.

Therapy Interval in Days

Dyspnea of 
movement % P Value Dyspnea at rest % P Value

Total COVID 
19 Patients 

with Symptoms 
Number of 
COIVD 19 

patients with 
symptoms

Cumulative 
proportion 
surviving to 

end of interval 
in days

Total COVID 
19 Patients 

with Symptoms 
Number of 
COIVD 19 

patients with 
symptoms

Cumulative 
proportion 
surviving to 

end of interval 
in days

Double Therapy

0 46|32 30.4 p= 0.750* 47|37|19.6 19.6 p= 0.558*

1 14|1 28.3 9|1|17.4 17.4

2 13|3 21.7 8|1|15.2 15.2

3 10|1 19.6 7|0|15.2 15.2

4 9|0 19.6 7|0|15.2 15.2

5 9|0 19.6 7|0|15.2 15.2

6 9|2 15.2 7|2|10.9 10.2

7 7|1 13 5|0|10.9 10.9

8 6|2 8.7 5|2|6.5 6.5

9 4|0 8.7 3|1|4.3 4.3

10 4|0 8.7 2|1|2.2 2.2

11 4|1 6.5 1|0|2.2 2.2

12 3|0 6.5 1|0|2.2 2.2

13 3|1 4.3 1|0|2.2 2.2

14 2|2 0 1|1|0.00 0.00

Triple Therapy

0 65|47 27.7 65|49|24.6 24.6

1 18|3 23.1 16|3|20.6 20.6

2 15|0 23.1 13|0|20.2 20.2

3 15|2 20 13|1|18.5 18.5

4 13|3 15.4 12|2|15.4 15.4

5 10|1 13.8 10|0|15.4 15.4

6 9|1 12.3 10|3|10.8 10.8

7 8|1 10.8 7|0|10.8 10.8

8 7|1 9.2 7|1|9.2 9.2

9 6|1 7.7 6|1|7.7 7.7

10 5|0 7.7 5|2|4.6 4.6

11 5|0 7.7 3|0|3.1 3.1

12 5|1 6.2 3|1|3.1 3.1

13 4|1 4.6 2|0|3.1 3.1

14 3|3 0 2|2|0.00 0.00

In the present study of the 114 patients to be eligible, 111 
patients with COVID-19 who received early intervention double 
(n = 46) and triple (n = 65) therapy were analyzed (Figure 1); 
predominantly female with 52.2% (n = 24) vs. 52.3% (n = 34) 
respectively, with p value = 0.989. For both early intervention 
therapies, the age group 41-50 years predominated with 30.4% (n 
= 14) vs. 33.8% (n = 22), p = 0.471; Marital status Married with 
54.3% (n = 25) vs. 67.7% (n = 44), p = 0.597; full-time occupation 
with 89.1% (n = 41) vs. 61.5% (n = 40), p = 0.032; the degree of 
undergraduate education with 45.7% (n = 21) vs. 49.2% (n = 32), p 
= 0.216 (Table 1). The outcome of improvement in the Modification 
of the clinical evolution of the symptoms of patients with COVID-19 

using double therapy was reported 95.7% (n = 44) Vs. triple therapy 
90.8% (n = 59) and therapeutic failure 4.3% (n = 2) vs. 9.2% (n = 
6), respectively with p-value = 0.327 (Table 2). In relation to the 
presence of the number of days with clinical symptoms of COVID-19 
by double therapy vs. triple therapy, there were no significant 
differences between symptoms. When comparing both therapies 
with the day of onset of the COVID-19 disease, an average of day 4 
is reported with SD 1.9 vs. 1.6 respectively, p = 0.573 (Table 3). The 
average duration of days with clinical symptoms of COVID-19 under 
early intervention treatment by outcome in the improvement of the 
modification of the clinical evolution of symptoms vs. therapeutic 
failure, it is reported for the symptom Headache 6 days (SD 5.0) vs. 
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2 days (SD 2.0), p = 0.012; Cough 7 days (SD 5.6) vs. 4 days (SD 3.3), 
p = 0.027; Rhinorrhea 4 days (SD 4.6) vs. 1 day (SD 1.4), p = 0.000; 
Odynophagia 5 days (SD 5.2) vs. 2 days (SD 3.2), p = 0.022; Myalgia 
6 days (SD 5.4) vs. 2 days (SD 2.0), p = 0.044; Anosmia 6 days (SD 
6.0) vs. 1 day (SD 2.3), p = 0.037; Chest pain 4 days (SD 5.2) vs. 1 
day (SD 1.5), p = 0.000; Symptoms greater than 5 days (SD 3.3) vs. 2 
days (SD 1.5), p = 0.018; Minor symptoms 3 days (SD 2.6) vs. 2 days 
(SD 1.2), p = 0.003; respectively (Table 4). 

The time it takes 50% of patients with COVID-19 for improvement 
in the modification of the clinical evolution of symptoms during a 
14-day follow-up, the Cough symptom presented a median of 8 
days, 95% CI (6,479 - 9,521) with a median cumulative survival 
of 57.2%, Log Rank test (Mantel-Cox) p = 0.014; Myalgia 4 days, 
95% CI (1,870 - 6,130) with 43.6% cumulative survival, p = 0.010; 
Symptoms greater than 4 days, 95% CI (2,688 - 5,312) with 39.8% 
cumulative survival, p = 0.014; Odynophagia with a median of 
4 days, 95% CI (2,591 - 5,409) with 35.9% cumulative survival, 
p = 0.029; Anosmia 4 days, 95% CI (0.175 - 7.825) with a 40.7% 
cumulative survival, p = 0.009; Headache 5 days, 95% CI (3,703 - 
6,297) with 43.6% cumulative survival, p = 0.001; Rhinorrhea 1 day, 
with 25.2% cumulative survival, p = 0.044; Chest pain 1 day, with 
32.03% cumulative survival, p = 0.023 (Table 5). The time it takes 
for 50% of COVID-19 patients to improve symptoms during a 14-
day follow-up with dual therapy vs. triple therapy was for the cough 
symptom on day 7, with 45.7% cumulative survival vs. day 8 with 
46.2%, p = 0.932; Fever day 3, 15.2% vs. day 3, 21.5%, p = 0.934; 
Headache day 6, 47.8% vs. day 5, 41.5%, p = 0.266; Odynophagia 
day 4, 43.5% vs. day 4, 40%, p = 0.641; rhinorrhea day 7, 19.6% 
vs. day 7, 20%, p = 0.714; Anosmia day 2, 43.5% vs. day 6, 44.6%, 
p = 0.209; Conjunctivitis day 1, 23.9% vs. day 1, 10.8%, p = 0.037; 
Diarrhea day 1, 30.4% vs. day 1, 24.6%, p = 0.116; Myalgia day 5, 
45.7% vs. day 4, 43.1%, p = 0.381; Chest pain day 1, 43.5% vs. day 1, 
47.7%, p = 0.491; Movement dyspnea day 1, 28.3% vs. day 1.23.1%, 
p = 0.750; Dyspnea at rest day 1, 17.4% vs. day 1, 20.0%, p = 0.558; 
respectively (Tables 6.1-6.3). In relation to adverse events, there 
were blood and lymphatic system disorders: 2 (4%) patients with 
double therapy and 2 (3%) patients with triple therapy, cardiac 
disorders: 4 (9%) and 5 (8%), ear and labyrinth disorders: 6 (13%) 
and 10 (15%), gastrointestinal disorders: 9 (20%) and 8 (12%), 
musculoskeletal and connective tissue disorders: 18 (39%) and 24 
(37%), respectively. 

Discussion 
In the present study, we could consider the efficacy of Ivermectin 

against SARS-Cov-2 [20] given that the group of patients with triple 
therapy presented only 10% therapeutic failure in all patients 
operated on with conventional dose therapy in humans, a possible 
explanation This is what is referred to by a study in the experimental 
phase indicating that ivermectin has an anti-inflammatory effect 
in the inhibition of nitric oxide, prostaglandins E2 induced by the 
activation of macrophage lipopolysaccharides, at a dose of 0.5 and 

2ug / ml [21] and in lung tissue in mice, the administration of 2mg / 
kg of ivermectin suppresses mucus hypersecretion, the recruitment 
of immune cells and the production of cytokines and IgE / IgG1 in 
the bronchoalveolar lavage in the lower respiratory tract. Khan, et 
al. [22] refers to a 1% therapeutic failure in all patients treated with 
ivermectin at 12 mg orally once a day during their hospital stay [23]. 
In the present study, the inclusion of patients with double or triple 
therapy was observed during the mild clinical phase of COVID-19, 
with initiation of therapy on the 4th day of the COVID-19 disease 
vs. another study including patients in a moderate clinical phase 
with a 9-day hospital stay [24]. In relation to Azithromycin that is 
within the two therapies (double and triple), only 3 (2.6%) patients 
died, a characteristic that was also observed in presenting the 
lower risk of death when using Azithromycin alone in hospitalized 
patients with COVID-19 , reporting an adjusted Hazard Ratio of 0.56 
(95% CI, 0.26-1.21) [24]. Rivaroxaban at a dose of 15mg per day in 
patients with moderate phase COVID-19 increases serum levels of 
oral anticoagulants when treated with antiviral drugs up to 6 times 
more [25] in the present study, there were no serious hematological 
alterations in the group with and without ivermectin, given this 
being a prophylactic dose of rivaroxaban, there are studies in the 
recruitment phase that are indicating the dose of rivaroxaban at a 
dose of 10mg in mild and moderate phase patients with COVID-19 
with remote electronic monitoring for 35 days [26]. 

Limitations 

In the present study, the sample size was insufficient to 
obtain a statistically significant difference on the type of therapy 
implemented, however, according to the hypothesis of the study 
about a modification in the clinical evolution ≥ 25% of patients 
with COVID-19 under a treatment with double or triple therapy 
for 14 days followed by video call, practically in the symptoms 
cough, headache, odynophagia, anosmia, myalgia, chest pain and 
movement dyspnea, a percentage> 25% was reached in the median 
of patients due to symptoms in both therapies. 

Conclusion
In the present study, a percentage of patients with a diagnosis 

of COVID-19 that modify their clinical evolution greater than 90% 
was achieved for both early intervention therapies, with a clinical 
but not statistical difference in the type of therapy, still achieving 
an impact on the therapeutic approach of patients with SARS-Cov2 
for the improvement of health, however it is necessary to carry out 
more randomized clinical trials involving these therapies and to 
replicate these results. 
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