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In November 2002, I came across a letter to the New England
Journal of Medicine editor that would prove groundbreaking [1].
The letter from Dr Michael A. Gatzoulis's team at Brompton
Hospital in London described a desperate patient, which caught
my attention (see Exhibit 1).

1 | The Desperate Case

The letter detailed a patient suffering from severe primary
pulmonary hypertension (PPH) who had deteriorated to the
point of being unable to walk even 100m. Traditional treat-
ments, such as epoprostenol infusion or transplantation, were
rejected by the patient at that time. With limited options, Dr.
Gatzoulis's team administered sildenafil at a daily maintenance
dose of 500mg (100mg five times daily). This decision was
based on observational reports of its use as a nitric oxide en-
hancer in children from London and Boston. The patient tol-
erated the treatment well and made significant improvements.

2 | Early Discussions and Trials

I had begun discussing the potential use of sildenafil as early as
1997 when I was a scientific advisor for Pfizer. I engaged with
various specialists, particularly Dr. Zapol's group, Dr. Wessels in
Boston, Dr. Abrams and Dr. Schulze‐Neick from Great Ormond
Street Hospital in London. They were interested in using sil-
denafil as a nitric oxide enhancer. These discussions led to the
publication of observations regarding using sildenafil in chil-
dren [2, 3]. In 1999, I convinced Pfizer to start a multicenter
trial of intravenous sildenafil in patients with PPH during car-
diac catheterization sessions. The study showed that sildenafil

positively impacted pulmonary pressure and vascular resist-
ance, even at lower doses. I shall write a follow‐up vignette on
the first sildenafil intravenous trial in patients with PPH.

3 | Adjusting the Treatment

The higher doses Dr. Gatzoulis's team used prompted me to
contact him. We discussed the unpublished initial results
of sildenafil, emphasizing the potential for lower doses.
Consequently, Dr. Gatzoulis lowered the sildenafil dose.
Although there was no follow‐up publication on the patient's
outcome, Dr. Gatzoulis assured me that the patient thrived
and eventually graduated from college several years later.

4 | Widespread Off‐Label Use

In early 1999, Dr. Tim Higginbottom from Sheffield, United King-
dom, one of the investigators of the intravenous observational study,
began off‐label use of sildenafil for some of his patients. This, along
with the response to the letter to the editor and a few observational
publications, sparked discussions among physicians about the
potential to be used for the treatment of pulmonary arterial
hypertension (PAH). I remember Dr. Gerald Simonneau from
France mentioning the treatment in a scientific session on PAH at
the November 2000 AHA annual meeting, attended by less than 30
participants. Interest in sildenafil as a treatment for PAH surged,
and interest and widespread off‐label use of sildenafil to treat
PH became common, especially in Europe, the United States, India,
and Africa, where conventional treatments were either absent or
expensive. The media also took an interest in the use of sildenafil
(a lifestyle drug) for treating severe PH, particularly in children.
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5 | A Pivotal Moment in the History of Oral
Sildenafil Development

Pfizer initiated their Phase III trial of sildenafil for the treat-
ment of PAH (SUPER study), which later led to the publication
of the results [4] and the approval of sildenafil (20 mg, three
times a day) in 2006 for the management of PAH. This period
marked a pivotal moment in the medical history of treating

PAH. I witnessed firsthand how this development transformed
the landscape of treatment options for patients suffering from
this severe condition.
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EXHIBIT 1 | Letter to the editor of the first published adult patient with primary pulmonary hypertension with oral sildenafil. Prasad et al. [1].
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