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Journal Review

Hydroxychloroquine with or without Azithromycin in mild to moderate Covid-19

DOL 10.1056/NEJM0a2019014, https://www.nejm.org/doi/full/10.1056/NEJM0a2019014

A multicenter (557 &2l 6653 L&), open-label, Randomization-controlled trial

1) Group 1 : Control group
2) Group 2 : hydroxycholoroquine 400mg bid* 7days
3) Group 3: hydroxycholoroquine 400mg bid + azithromycin 500mg qd* 7 days

Standard care: glucocorticoid, immunomodulatory, antibiotics, antiviral agents £ 2

Primary outcome: day 152 9| clinical status (seven-level ordinal scale A}&)

Secondary outcome: day 72 2| clinical status (six-level ordinal scale O|&), D1 Q&kiA E= HIASY
U7 E 159 O|L0f| AFRSIA =X O &, in-hospital death, thromboembolic complication, AKI

SARS-CoV-20] 2|3t COVID-192 FMAXMLZE £R2 AUXE LUAIF7|D Aol =2 ARlH H
¥ S EH2 0|5t UL} Hydroxychloroquine2 &@d AFO|A Z=ZLHFO[H A0 CHot hHO|2 A
IS EJ0, 2020 30| X2 RZE YL E A[MUE AMATON azithromycindt H7H At
8& 4% SARS-CoV-29| Hio|A HiEZE Y = U= 7IsdE MAIYLCE O|E HIESE &2
7 A HRAME SEH AL dstez HR YYTH COVID-19 SHAt=S HMLE
hydroxychloroquine At&2 SigtX|Tt O|Fo] HE A4 ARNM= L& FAS B = 2

A

t.

= A= Ol 259 B8 S0 YHAERR BT 282 552 COVID-192 Y@st 2HAts
i el

-

Hggg Hydroxychloroquine EH=EQ % =2 azithromycin

2 22| ™St H| L) Nasal cannula 4L/min 0|4 =2 Venturi maskE £3t 40% O|At9|

MA29S BRE ot FIBAES MG UNREAEE YA T 15UM0] Y4 Y=,
Ol= E|RO| 7ts3td &30 XM$Ho| gle HEfQ 1-AM UM HEfZE oA3tEof mal ALl O
Es B2 TEMX 74| =9 HEZE 0|&8%t0] HIISHIULCE

5043H2o| COVID-19 2%l 2HAHE E S0 & 665H0| LA ZH /A, 217HO| 2HXH0]| A
hydroxychloroquine plus azithromycin £0{&, 2213 9| =Xl Al hydroxychloroquine £ E, 2|1
227Ho| it S¢HQ X 20HE BUCE B AH2 S50MA2M, 40| ™A 2HAte| 583%E At

- O -

X|SFALE 38.8%0| A &, 19.1% M Y E SHISIFLCH SA 28 A|IFEH FAQUE A|-E7t

x|9| SYHS 7Y (QRS-9) O[T LA BIY DA 582%2| BAH= Aa XES TR %ok

0, 41.8%0| M= X SEQO| AtA OS2 T E SHALCEH

Results

Primary outcomes: 152 ©| seven-point ordinal scale &7t X0|7f QUUAS.


https://www.nejm.org/doi/full/10.1056/NEJMoa2019014

- Group 1 vs Group 3 (OR 0.99, 95% C1=0.57-1.73, p=1.00)

- Group 1 vs Group 2 (OR 1.21, 95% C1=0.69-2.11, p=1.00)

- Group 2 vs Group 3 (OR 0.82, 95% C1=0.47-1.43, p=1.00)
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Table 2. Primary and S dary O (Modified ion-to-Treat Population).”
Hydroxychloroquine
plus Azithromyci ychloroqui Control
Outcome (N=172) (N=159) (N=173) Effect Estimate (95% CI)
Hydroxychloroquine Hydroxychloroquine
plus Azithromycin Hydroxychlorog plus Azithromycin
vs. Control vs, Control vs, Hydroxychloroquine
Primary outcome: seven-level ordinal
outcome at 15 days|
Median score (IQR) 1(1-2) 1(1-2) 1(1-2) I 0.99 (0.57 to 1.73)§ 121 (0.69t02.11)F  0.82 (0.47 to 1.43) I
Distribution — no. (%)
1: Not hospitalized with no limita. 118 (68.6) 102 (64.2) 117 (67.6)
tions on activities
2: Not hospitalized but with limita- 22(12.8) 27 (17.0) 29 (16.8)
tions on activities
3: Hospitalized, not receiving sup- 15(8.7) 12 (7.5) 8 (4.6)
plemental oxygen
4: Hospitalized, receiving supple- 5(2.9) 6(3.8) 5(2.9)
mental oxygen
5: Hosp d, receiving 0 2(1.3) 2(1.2)
sive ventilation or high-flow
nasal cannula
6: Hospitalized, receiving mechani- 9(5.2) 5(3.1) 7(4.0)
cal ventilation
7: Death 3(L7) 5(3.1) 5 (2.9)
Secondary outcomes
Six-level ordinal outcome at 7 days§
Median score (IQR) 2(1-3) 2(1-2) 2(1-3) I 0.81 (0.54 to 1.22) 0.92 (0.61 to 1.38) 0.89 (0.58 to 1,34) I
Distribution — no.total no. (%)
1: Not hospitalized 84 (48.8) 67 (42.1) 75 (43.4)
2: Hospitalized, not receiving 38 (22.1) 53 (33.3) 45 (26.0)
supplemental oxygen
3: Hospitalized, receiving sup- 31(18.0) 25 (15.7) 38 (22.0)
plemental oxygen
4: Hospitalized, receiving non- 3(L7) 2(L3) 4(2.3)
invasive ventilation or high-
flow nasal cannula
S: Hospitalized, receiving me- 15 (8.7) 10 (6.3) 9(5.2)
chanical ventilation
6: Death 1(0.6) 2(13) 2(1.2)
No. of days free from respiratory sup- 11.1:4.9 11.2:4.9 11.124.9 0.1 {-0.7-100.9) -0.2 (-1.1t0 0.6) 0.3 (-06t01.1)
port within 15 days§
Use of high-flow nasal cannula or non- 16 (9.3) 17 (10.7) 16 (9.2) 1.10 (0.60 to 2.03) 1.19 (0.65 to 2.21) 0.92 (0.50t0 1.70)
invasive ventilation within 15
days — no. (%)
Use of mechanical ventilation within 15 19 (11.0) 12 (7.5) 12 (6.9) 1.77 (0.81 to 3.87) 1.15 (0.49 to 2.70) 1.54 (0.71 to 3.35)
days — no. (%)
Duration of hospital stay — days| 103184 9.616.5 9.527.2 09(-03102.1) 0.2(-1.0to 1.3) 0.7 (-0.6 t0 1.9)
In-hospital death — no, (%) }** 5(2.9) 7(4.4) 6(3.5) 0.64 (0.18t0 2.21) 1.47 (0.48 t0 4.53) 0.43 (0.13 to 1.45)
Thromboembolic complications within 2(1.2) 3(19) 2(1.2) 0.89 (0.31t0 2.54) 1.39 (0.53 to 3.65) 0.64 (0.24 10 1.68)
15 days — no. (%)
Acute kidney injury within 15 days — 6(3.5) 4(2.5) 5(2.9) 1.18 (0.44 t0 3.20) 0.88 (0.29 t0 2.63) 1.35 (0.47 to 3.84)

no. (%)




A Randomized Trial of Hydroxychloroquine as Postexposure Prophylaxis for

Covid-19 (Aug 6, 2020)
N Engl J Med 2020; 383:517-525, DOIL 10.1056/NEJM0a2016638
https://www.nejm.org/doi/full/10.1056/NEJM0a2016638?query=featured_home
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High risk exposure :
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Moderate risk exposure :
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0|4 face mask = S} OLL eye shieldE A2SIX| &0 == 32

Randomization: == 42 O|Lf 2=2| H|H

- placebo group (407 &)

- hydroxychloroquine group (4149) : 800 mg (4T) once, followed by 600 mg (3T) in 6 to 8 hours, then
600 mg (3T) daily for 4 additional days

-> a total course of 5 days (19 tablets total)

Primary outcome:

- 14 O|Lff laboratory-confirmed Covid-19 9| incidence
- 14 O|Y illness compatible with Covid-19
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- hydroxychloroquine (49 of 414 [11.8%)]) vs
placebo (58 of 407 [14.3%]), the absolute
difference was —2.4 percentage points (95%
confidence interval, —7.0 to 2.2; P=0.35)
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Table 2. Outcomes of Hydroxychloroquine Therapy for Postexposure Prophylaxis against Covid-19.*

Hydroxychloroquine Placebo
Outcome (N=414) (N=407) P Value

number (percent)

Confirmed or probable Covid-19 49 (11.8) 58 (14.3) 0.35
Laboratory-confirmed diagnosis 11 (2.7) 9(2.2) 0.82
Symptoms compatible with Covid-19 48 (11.6) 55 (13.5) 0.46

All new symptoms 57 (13.8) 59 (14.5) 0.84

Any hospitalization 1(0.2) 1(0.2) 0.99

Death 0 0




| Table 3. Participant-Reported Adherence and Side Effects.*

|

Hydroxychloroquine Placebo
Variable (N=414) (N=407) P Value
Reported taking any assigned hydroxychloroquine or placebo — no. (%) 349 (84.3) 351 (86.2)
Reported 100% adherence to trial intervention — no. (%) 312 (75.4) 336 (82.6) 0.01
Reasons that participants did not take all the assigned hydroxychloroquine or
placebo — no. (%)

Side effects 17 (4.1) 8 (2.0)

Advised to not take hydroxychloroquine 6(1.4) 2 (0.5)

Intervention not received from courier 9(2.2) 2 (0.5)

Took nontrial hydroxychloroquine 4 (1.0) 0

Felt no longer at risk 5(1.2) 3(0.7)

Other reason 12 (2.9) 10 (2.5)
Side effects in participants who started trial intervention — no. /total no. (%)

Any 140/349 (40.1) 59/351 (16.8) <0.001

Nausea or upset stomach 80/349 (22.9) 27/351 (7.7)

Diarrhea, abdominal discomfort, or vomiting 81/349 (23.2) 15/351 (4.3)

Neurologic reaction: irritability, dizziness, or vertigo 19/349 (5.4) 13/351 (3.7)

Headache 13/349 (3.7) 8/351 (2.3)

Tinnitus 8/349 (2.3) 3/351 (0.9)

Visual changes 3/349 (0.9) 0/351

Skin reaction 4/349 (1.1) 2/351 (0.6)

Allergic reaction 1/349 (0.3) 1/351 (0.3)

Fatigue 1/349 (0.3) 1/351 (0.3)

Taste change or dry mouth 3/349 (0.9) 2/351 (0.6)

Hot flashes, night sweats, or palpitations 0/349 1/351 (0.3)
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