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APLI-TSX 

Rating: Speculative BUY 

Target:  $2.75 

Price: $1.15 

Return: 139% 

Valuation:  NPV, 20x EPS, 12.5x 

EV/EBITDA (F2027 ests) 

  

Mixed Impact from PRESECO Trial Enrollment 

Extending into FQ321, but Unchanged View on 

Favipiravir Potential in COVID-19 Treatment – Spec 

BUY 

 

NS-based infectious disease drug developer Appili Therapeutics provided an update 

on its 826-patient pivotal Phase III COVID-19 trial (the PRESECO trial) testing small-

molecule RNA polymerase-inhibiting antiviral pyrazine carboxamide prodrug 

favipiravir. The trial has not yet concluded, as was our original expectation, but 

encouragingly, a Data & Safety Monitoring Board has reviewed interim data and 

recommended that PRESECO enrollment and patient monitoring continue as 

originally planned. One of Appili’s development partners, Dubai-based Global 

Response Aid (GRA) published its own press release on this theme. 

 

Bottom line – favipiravir’s eventual Phase III success is still assumed in our model, 

but with timelines extending beyond our original expectations.  We are maintaining 

our positive view on favipiravir’s medical prospects in conferring antiviral activity in 

early-stage COVID-19 infection. There is far too much published clinical evidence in 

support of this conclusion, as we summarized in our initiation report. But timelines to 

completing the trial have now extended at least one quarter beyond our original 

expectations, and perhaps longer if pace of enrollment up to 826 patients proceeds 

at legacy pace (the trial started in early Dec/20). 

 

While it is clearly not negative for a DSMB to recommend that a trial continue as 

planned (implying that there are at least some efficacy signals that are apparent in 

existing data), it is also apparent that favipiravir-treated patients assessed so far have 

not performed so overwhelmingly well that its anti-COVID-19 is already clinically 

meaningful without need to enroll additional subjects.  

 

Abundant clinical data already exists that supports our positive view on favipiravir’s 

prospects in PRESECO. So as per Appili’s press release, PRESECO enrollment now 

stands at about 600 subjects and we expect enrollment to continue throughout 

FQ221 and perhaps into early FQ321. If the trial achieved full enrollment up to 826 

evaluable subjects at the pace over which it achieved current enrollment, it is 

conceivable that enrollment could conclude by early FQ320, after which primary 

endpoint data (time to resolution of symptoms out to 28-day follow-up, based on the 

four-point Sustained Alleviation of Symptoms scale) could be available later in the 

quarter. 

 

COVID-19 vaccine deployment is undoubtedly compressing disease prevalence, but 

we believe favipiravir can still be important to the COVID-19 pharmacopeia as an 

acute care alternative in early-stage infection. We suspect that the reason for slower-

than-expected PRESECO enrollment is impacted by broader availability of mRNA-

based or DNA/adenovirus-based vaccines that have performed well in their own 

published Phase III trials (all in the New England Journal of Medicine). Indeed, we 

were certainly aware of these Phase III data sets when we launched coverage on 

APLI last quarter and we maintained then as we do now that there is medical 

justification for having orally-active small-molecule antiviral drugs available even with 

effective vaccination strategies mitigating COVID-19 prevalence. 
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Indeed, favipiravir itself is approved in Japan (branded as Avigan) as an anti-influenza drug (as is Roche’s (ROG-SW, NR) 

oseltamivir formulation Tamiflu) despite the broad availability in its approved markets of seasonal influenza vaccine.  And another 

example of the co-existence of small-molecules and vaccine/immune therapies is hepatitis B, where multiple small-molecule 

antiviral drugs target chronic infection (Gilead’s (GILD-Q, NR) Viread and Hepsera, to name two) even though hepatitis B 

vaccines are approved (Glaxo’s (GSK-L, NR) Engerix-B or Merck’s (MRK-NY, NR) Recombivax HB). 

Exhibit 1. Income Statement & Financial Forecasts for Appili Therapeutics 

 

Source: Historical Data – Appili Therapeutics; Forecasts/Estimates – Leede Jones Gable 

Favipiravir’s alternative mechanism of action through inhibition of RNA polymerase could facilitate its use in combination with 

other antiviral or immune therapies. There is no denying that COVID-19 infection prevalence will decline as vaccine deployment 

continues, obviously a positive epidemiological advance. But we stand by our view that availability of an acute-acting antiviral 

drug that can be administered in patients presenting with mild-to-moderate COVID-19 infection is desirable and medically 

necessary.  The drug does not target the virus’ surface spike protein with which it binds to the ACE2 receptor in lung epithelia 

and other tissues, but rather to the virus’ RNA polymerase that it requires for RNA transcription and viral replication.  This enzyme 

may be less likely to undergo mutations that preserve enzymatic activity, and thus preserve favipiravir’s anti-COVID-19 activity 

as novel viral mutations emerge. But this is a hypothesis that must necessarily will be subjected to further clinical testing to see 

if novel viral polymerases emerge in future viral isolates. 

Favipiravir’s clinical history in targeting RNA viruses, including COVID-19, remains strong and is unencumbered by sluggish 

PRESECO patient enrollment. Furthermore, the medical literature continues to support favipiravir’s anti-COVID-19 activity in 

published clinical studies, though few are as ambitious in scale and scope as PRESECO, other than the two other Phase II/III 

trials (PEPCO, Control) that Appili itself is contemplating.  One of these trials, as we described in our original report, was a 156-

patient study funded by innovator Fujifilm Toyama Chemical (4901-JP, NR) and completed in Sep/20, in which favipiravir-treated 

patients exhibited a faster recovery time than placebo patients (11.9d vs 14.7d) and this difference was both statistically 

significant and clinically meaningful, though clearly documented in a much smaller patient sample than in PRESECO. 

Other published trials that we reviewed in recent weeks include a 55 patient Phase II COVID-19 trial conducted by Peking 

University researchers and published in the journal International Immunopharmacology. Results demonstrated that Favipiravir-

treated subjects exhibited a far shorter time to negative viral load in nasopharyngeal swabs (17d vs 26d), with far lower serum 

levels of the inflammatory market C-reactive protein over the respective timeframes.  And to cite one other example, the similarly-

sized regional Phase II/III COVID-19-favipiravir studies that supported approval in Russia was also positive. An interim data 

readout from 60 patients in a 390-patient trial showed faster fever resolution (3d vs 6d for placebo patients) and more rapid 

virus elimination (4d vs 9d) as determined by rtPCR. 

Year-end March 31

(C$000, excluding 

share-based data) 2020A 2021E 2022E 2023E 2024E 2025E 2026E 2027E 2028E 2029E 2030E

ATI-1501 (metronidazole) 0 0 256 430 606 784 965 1,149 1,201 1,255 1,309

ATI-2307 (anti-fungal) 0 0 0 0 0 0 27,239 43,887 60,767 77,881 78,426

Favipiravir (COVID-19) 0 0 88,690 38,831 35,192 19,688 9,913 9,982 10,052 10,123 10,193

Total revenue $199 $0 $88,946 $39,260 $35,798 $20,472 $38,117 $55,018 $72,021 $89,258 $89,928

Revenue growth (%) NA NA NA 44% 91% 57% 186% 144% 131% 124% 101% 

EBITDA ($4,930) ($6,153) $82,143 $32,118 $28,452 $12,895 $30,300 $46,954 $63,701 $80,674 $81,071

EBITDA growth (%) 35% 25% (1435%) (61%) (11%) (55%) 135% 55% 36% 27% 0%

EBITDA margin (%) NA NA 92% 82% 79% 63% 79% 85% 88% 90% 90% 

Non-operating expenses $474 $318 $318 $318 $318 $318 $318 $318 $318 $318 $318

Net int expense (income) $12 $12 $12 $12 $12 $12 $12 $12 $12 $12 $12

Net income, fully-taxed ($5,416) ($6,483) $81,813 $31,788 $28,122 $12,565 $29,970 $46,624 $63,371 $80,344 $80,741

Fully-taxed EPS (basic) ($0.12) ($0.10) $1.32 $0.51 $0.46 $0.20 $0.49 $0.75 $1.03 $1.30 $1.31 

Fully-taxed EPS (fd) ($0.09) ($0.08) $1.00 $0.39 $0.34 $0.15 $0.37 $0.57 $0.77 $0.98 $0.98 

P/E (basic) NA NA 1.2x 3.0x 3.4x 7.5x 3.1x 2.0x 1.5x 1.2x 1.2x 

EV/EBITDA NA NA NA NA NA NA NA NA NA NA NA 

S/O, basic (M) 46.4 61.8 61.8 61.8 61.8 61.8 61.8 61.8 61.8 61.8 61.8 

S/O, fd (M) 58.8 82.1 82.1 82.1 82.1 82.1 82.1 82.1 82.1 82.1 82.1 
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Exhibit 2. Valuation Summary for Appili Therapeutics 

 

Source: Historical Data – Appili Therapeutics; Forecasts/Estimates – Leede Jones Gable 

Recall that we expect Appili to fund two other Phase II/III COVID-19 studies, specifically the 760-patient Phase II COVID-19 trial 

in long-term care facilities (the Control trial) and the 1,156-patient Phase III COVID-19 infection trial (the PEPCO trial), both of 

which could provide independent evidence of favipiravir efficacy in mitigating COVID-19 infection and/or downstream symptoms. 

Neither trial has yet commenced enrollment, and Appili specifically indicated in its FQ420 MD&A that it is actively seeking 

sources of non-dilutive government-derived R&D funding to drive PEPCO forward. But we see value in supplementing 

favipiravir’s Phase III clinical dossier with PEPCO/Control data, once final PRESECO data are in the public domain. 

Exhibit 3. Proposed Activation Mechanism for Favipiravir – Ability To Inhibit RNA Polymerase Once Phosphorylated Is Well-

Characterized & Uniquely Suited To Targeting RNA Viruses Like COVID-19 

 

Source: Drug Research (2021). Vol. 71, pp. 166-170 

Summary and valuation.  In summary, we have mixed views on Appili’s ongoing Phase III PRESECO trial, with slower-than-

expected timelines to data clearly shifting timelines to favipiravir launch. Even if the drug performs to approvable standard, the 

likely culprit for slow enrollment (eligible subjects preferring vaccination over study participation, plus vaccine-mediated 

reduction in disease prevalence) could bear significantly on the market opportunity for small-molecule antiviral drugs in a 

vaccine-dominated medical market. But we believe there is a need for an acute-care antiviral therapy in the COVID-19 

pharmacopeia and that favipiravir’s already-documented clinical history bears positively on its prospects in PRESECO and other 

Phase II/III trials under contemplation. 

 

NPV, discount rate 20% 25% 30% 35% 40% 45%

Implied value per share $4.35 $3.56 $3.00 $2.60 $2.30 $2.08

Price/earnings multiple, 2027E 20% 25% 30% 35% 40% 45%

Implied share price1 10 $2.28 $1.86 $1.53 $1.27 $1.06 $0.89

20 $4.56 $3.72 $3.06 $2.54 $2.12 $1.78

30 $6.84 $5.58 $4.59 $3.81 $3.18 $2.67

EV/EBITDA multiple, 2027E 5x 10x 12.5x 15x 17.5x 20x

Implied share price1,2 $0.71 $1.48 $1.99 $2.25 $2.63 $3.02

One-year Appili target price (C$) 1 $2.68

1 Based on F2027 fd fully-taxed EPS of $0.57; EBITDA of $47.0M, discounted at 30%, FD S/O of 82.1M
2 Includes FQ321 cash & equivalents of $20.3M and total debt of $1.0M
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Exhibit 4. Publicly-Traded COVID-19 Drug Development Peers  

 

Source: Company filings, Refinitiv 

On the milestone watch, PRESECO updates will clearly be biphasic, with our attention focused initially on timelines to full 

enrollment and then on timelines to reporting 28-day efficacy data on viral load and pulmonary symptoms thereafter; both 

milestones could be achieved during FQ321.  And we remind investors that favipiravir is only one of two major antimicrobial 

agents in Appili’s clinical portfolio to which we ascribe value, the other being antifungal drug ATI-2307 that we expect to target 

cryptococcal meningitis and invasive candidiasis in forthcoming Phase II trials, probably beginning in FH222 (Exhibit 1). 

With our views on the medical prospects for both favipiravir and ATI-2307 unchanged despite extension of PRESECO logistical 

timelines, we are maintaining our Speculative BUY rating and one-year PT of $2.75 on APLI, with our favipiravir/ATI-2307-based 

valuation still based on NPV (30% discount rate) and multiples of our F2027 EBITDA/EPS projections ($47.0M/$0.57). Our EV 

calculation incorporates FQ321 cash & equivalents of $20.3M and total debt of $1.0M, and we base our projections on fd S/O 

Share

Shares price

Company Curr Sym out (M) 17-May (curr) (C$) (curr) (C$) Company description

Canadian Peers Involved in COVID-19 Drug Development

Arch Biopartners 

Inc

CAD ARCH 61.5 $1.26 $77 $77 $80 $80 Arch's dipeptidase-1 LSALT sequence-based Metablok being

tested in 60-patient Phase II trial, data on respiratory/kidney injury 

in COVID-19 patients expected by mid-2021

Algernon 

Pharmaceuticals 

Inc

CAD AGN 166.6 $0.16 $26 $26 $23 $23 Algernon's lead N-methyl-D-aspartate (NMDA) receptor

antagonist Ifenprodil/NP-120 is currently being tested in a 150-

patient Phase II/III trial with data readout by Q420.

BetterLife 

Pharma Inc

CAD BETR 59.8 $0.66 $39 $39 $43 $43 Inhalable interferon-alpha 2B, validating data published by

Eleonor Fish/U.T., Phase II testing is planned

Cardiol 

Therapeutics Inc

CAD CRDL 43.6 $3.00 $131 $131 $117 $117 High-purity cannabidiol (CardiolRx) in 422-patient Phase III

COVID-19 trial, 28-day all-cause mortality & CV side effect data

in H221
Ceapro Inc CAD CZO 77.7 $0.64 $50 $50 $47 $47 The firm is working alongside McMaster University for the

development of an inalable formulation of yeast beta-glucan,

aimed at the treatment of late-stage COVID-19 patients.

Edesa Biotech 

Inc

USD EDSA 13.3 $6.01 $80 $96 $75 $90 The ON-based, US-listed Edesa Biotech testing TLR4 inhibitor

EB05 in 865-patient Phase II/III moderate-to-severe COVID-19

pneumonia, data by Q221

Revive 

Therapeutics Ltd

CAD RVV 308.4 $0.41 $126 $126 $123 $123 Small-molecule dithiol bucillamine in 1,000-patient Phase III

COVID-19 trial, 28-day hospitalization/morality data by mid-2021

Mature Drug Developers Involved in COVID-19 Therapy Testing

Gilead Sciences 

Inc

USD GILD 1,254.2 $68.53 $85,949 $104,015 $110,461 $133,680 Gilead's antiviral remdesivir was approved in the US for the

treatment of COVID-19 since August 31 2020.

Regeneron 

Pharmaceuticals 

Inc

USD REGN 106.5 $516.62 $55,032 $66,600 $54,225 $65,623 Regeneron's/Sanofi's IL-6 inhibitor Kevzara (approved as a

rheumatoid arthritis drug) was tested in a US Phase III trial on

COVID-19 patients requiring mechanical ventilation. The trial

failed to meet key primary/secondary endpoints.

Roche Holding 

AG

CHF ROG 862.6 CHF 305 CHF 262,823 $318,068 CHF 273,348 $330,806 Roche's IL-6 inhibitor Actemra is currently approved for

rheumatoid arthritis. The drug however failed to meet the primary

endpoint in a Phase III COVACTA trial testing the therapy in

severe COVID-19 associated pneumonia  patients. 

Merck & Co Inc USD MRK 2,532.1 $78.29 $198,235 $239,904 $222,601 $269,392 Molnupiravir/EIDD-2801/MK-4482 is N4-hydroxycytidine EIDD-

1931 prodrug, partnered with Ridgeback, data from 1,300-pt

COVID-19 (MK-4482-001) trial by end-of-2021 

Abcellera 

Biologics Inc

USD ABCL 270.9 $31.75 $8,602 $10,410 $8,010 $9,694 Bamlanivimab (LY-CoV555, targets surface spike protein

epitope) is lead COVID-19 mAb, in the BLAZE-1-2-4 COVID-19

trials and NIH-sponsored ACTIV-2 trial, data in H221 or earlier

Alnylam 

Pharmaceuticals 

Inc

USD ALNY 117.5 $135.70 $15,951 $19,304 $14,433 $17,467 The firm is working in partnership with Vir Biotechnology on the

RNA-based therapeutic VIR-2703 (ALN-COV) targeting the SARS-

CoV-2 genome; IND anticipated by YE2020.

Bausch Health 

Companies Inc

USD BHC 358.4 $29.07 $10,419 $12,609 $33,562 $40,617 Bausch's Canadian arm Valeant Canada is currently testing the

inhaled formulation of ribavorin in a 50-patient Phase I trial on

hospitalized adult patients with Respiratory Distress due to

COVID-19. Data expected by 2021.

$59,337 $66,748 

Appili 

Therapeutics 

Inc

CAD APLI 62.8 $1.15 $72 $72 $53 $53 The firm is currently assessing the Dr. Reddy's/GRA-

partnered Favipiravir in mild-to-moderate COVID-19

patients in North America.

Mkt cap ($M) Ent val ($M)
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of 82.1M.  At current levels, our PT corresponds to a one-year return of 139%, and we are confident that this magnitude of 

return is imminently achievable on equally imminent Phase III favipiravir milestones.  Eventual Phase III success is well-supported 

in our view from the drug’s published clinical history in COVID-19 eradication, even though data from the first 600-patients in 

the trial did not in the view of the DSMB justify halting the trial for efficacy, as successful Phase III programs occasionally are.  

Exhibit 5. Ongoing Clinical Studies Focused on Testing Favipiravir as a COVID-19-Mitigating Therapy 

 

Source: US National Institutes of Health clinical trials database, Health Canada 

Therapy

Mechanism 

of Action Phase

Main Sponsor/ 

Innovator

Co-

administered 

therapies, if 

Patient 

number

Primary 

Endpoint(s)

Start 

Date

Data 

by Comments/Clinical History

Active Clinical Studies Exploring Favipiravir Util ity In COVID-19 Infection

Favipiravir RNA 

polymerase 

inhibition

II 

(CONTROL 

trial)

Appili Therapeutics,

Sunnybrook, UHN, UT,

Mount Sinai Hospital

None (placebo-

controlled)

760 Control of out-

break for 24d, to

day 40

Oct-20 Q1-21 Long-term care patients, dosed at 1,600mg BID

on day one, then 800mg BID on days 2-25;

principal investigator AJ McGeer/Mt Sinai Hosp

Favipiravir RNA 

polymerase 

inhibition

III 

(PRESECO 

trial)

Appili Therapeutics,

Elixia Clinical Res

Collaborative (FL)

None (placebo-

controlled)

826 Time to clinical

recovery, to day

21

Nov-20 Q2-21 Mild-to-moderate COVID-19 disease

(symptomatic & rtPCR-positive, but minimal

respiratory distress or hospitalization)

Favipiravir RNA 

polymerase 

inhibition

III (PEPCO 

trial)

Appili Therapeutics,

CATO Research

None (placebo-

controlled)

1,156 Mitigation of

COVID-19 

infection post-

exposure

TBD TBD Testing otherwise asymptomatic but vulnerable

(elderly, or co-presenting pathologies) subjects

after exposure to COVID-19-positive patient

Favipiravir RNA 

polymerase 

inhibition

II/III (AviMild 

trial)

King Abdullah Intl

Medical Research

Center

None (placebo-

controlled)

576 rtPCR-confirmed 

disease reversal

at day 15

Jul-20 Q2-21 Mild-to-moderate disease; 1,800mg BID on day

one, then 800mg BID on days 2-7

Favipiravir RNA 

polymerase 

inhibition

III Indonesia University Oseltamivir 

(Tamiflu), plus

background 

antibiotics

100 Radiol change in

lung function,

rtPCR conversion

by day 14

Apr-20 Q4-20 Favipiravir/Avigan was approved in Indonesia in

Sept-20 for COVID-19 infection; final data were

expected last quarter

Favipiravir RNA 

polymerase 

inhibition

III Dr. Reddy's

Laboratories (Kuwait)

None (placebo-

controlled)

780 Time to hypoxia

resolution by day

28

Aug-20 Q1-21 Moderate-to-severe disease; no benefit on time

to hypoxia resolution (7d vs 8d) but 181 pts with

low NEWS scores at enrollment perform better

on time to hospital discharge (8d vs 11d) 

Favipiravir (Favir 

200)

RNA 

polymerase 

inhibition

III Nepal Health

Research Council

Remdesivir as co-

therapy in one

study arm

676 Time to clinical

improvement

Jan-21 Q2-21 Mild-to-moderate disease; patient groups

stratified by age and co-presenting morbidities

Favipiravir RNA 

polymerase 

inhibition

III Zhejiang Hisun

Pharmaceutical

None (placebo-

controlled)

256 Time to clin rec-

overy, day 28

Jun-20 Q4-20 Moderate disease, 1,800mg BID on day one,

then 600mg TID to day 14; final data expected

last quarter

Favipiravir RNA 

polymerase 

inhibition

II Mexico General

Hospital

Maraviroc (Cel-

sentri) or enoxa-

parin/dexameth-

asone/antibiotics

100 Duration of

ventilation 

avoidance or

death, day 28

Jan-21 Q2-21 Severe but non-critical disease, hospitalized

patients

Favipiravir RNA 

polymerase 

inhibition

II Medical University of

Bahrain

Hydroxychloro-

quine

150 Time to viral clear-

ance, to day 14

Aug-20 Q2-21 Rationale is to compare antiviral activity and

immuno-modulatory activity of two approved

therapies

Favipiravir RNA 

polymerase 

inhibition

II Stanford University Standard-of-care 

(not defined)

120 Time to cess-

ation of viral

shedding in oro-

nasal mucus

Jul-20 Q3-21 Mild-to-asymptomatic disease, conventional

dosing

Favipiravir RNA 

polymerase 

inhibition

III University of Pecs

(Hungary)

None (placebo-

controlled)

150 Time to symptom

relief, to 9mo (O2

sat, CT, body

temp, rtPCR)

Oct-20 Q2-21 COVID-19-infected patients with co-presenting

mild pneumonia

Favipiravir RNA 

polymerase 

inhibition

III Ministry of Health,

Turkey

Hydroxychloro-

quine or azithro-

mycin

1,000 Time to recovery

or hospital

discharge

May-20 Q4-20 Mild-to-moderate disease, with recently

diagnosed COVID-19 infection, broad age

stratification

Favipiravir RNA 

polymerase 

inhibition

III (FIGHT-

COVID-19 

trial)

Rajavithi Hospital,

Bangkok Thailand

Multiple (oselta-

mivir, hydroxy-

chloroquine)

320 COVID-19 eradi-

cation, to 24 wks

Aug-20 Q4-21 Six-week prospective COVID-19 trial testing

multiple antivirals including favipiravir plus

hydroxychloroquine 

Favipiravir RNA 

polymerase 

inhibition

IIA (FLARE 

trial)

University College

London, LifeArc (UK-

based charity, was

MRC Technology)

Lopinavir-Rito-

navir (HIV1-pro-

tease inhibitors)

240 Reduced in upper

respiratory tract

rtPCR-assessed 

viral load at day 5

Sep-20 Q1-21 Lopinavir-Ritonavir on their own did not

eradicate COVID-19 infection in severe patients 

in a 199-pt study published in Mar/20 in NEJM

Favipiravir RNA 

polymerase 

inhibition

III (PIO-

NEER trial)

NHS Foundation Trust,

Imperial College

London, FujiFILM

Standard-of-care 

(not defined)

450 Hospitalization &

time to discharge,

O2 requirements,

day 28

May-20 Q1-21 Two centers in London, conventional dosing,

Pallav Shah as lead investigator (widely

published specifically on lung pathology in

COVID-19 infection)
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Rating Definitions 

Buy 
The security represents attractive relative value and is expected to appreciate significantly from the current 

price over the next 12 month time horizon. 

Speculative Buy The security is considered a BUY but carries an above-average level of risk. 

Hold 
The security represents fair value and no material appreciation is expected over the next 12 month time 

horizon. 

Sell The security represents poor value and is expected to depreciate over the next 12 month time horizon. 

Under Review The rating is temporarily placed under review until further information is disclosed. 
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