
Small-Cap Biopharmaceuticals:
The Epicenter of Medical Innovation

August 2021 | Market Perspective

KEY TAKEAWAYS

• Small-cap biopharma companies have created new ways to treat life-threatening 
diseases and grown to become a substantial weight within the Russell 2000® 

Growth Index.

• Investing in smaller biopharma companies has produced positive returns over 
time, though the risks are considerable.

• Our approach to this volatile industry is to own a basket of companies that are in 
the latter stages of getting their drugs to market.

We see opportunities in smaller-cap biopharma companies developing treatments and 
cures for unmet medical needs.
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The Golden Age of Biopharma
Advances in science have created new ways to treat life-
threatening diseases. Most of us are keenly aware of the 
incredible breakthroughs in COVID-19 vaccines by companies 
like Pfizer and Moderna. Of course, there are many other success 
stories. Thanks to drug discoveries over the last 40 years, the 
five-year survival rate for leukemia has improved from 30% to 
65%, non-Hodgkin’s lymphoma from 45% to 76% and kidney
cancer from 52% to 77%.1

Many of these advances have emerged from small-cap 
biotechnology and pharmaceutical industries (biopharma) 
companies. For example, Opdivo®, the immunotherapy drug that is 
a highly effective lung cancer treatment was discovered and 
partially developed by a small-cap biopharma company. And the 
original antiviral breakthrough drug to treat hepatitis C, SOVALDI®, 
was discovered and partially developed by a small-cap biopharma 
company before Gilead brought it to market.

Innovation is accelerating. With rapid advances in technology 
enabling new discoveries and increasing growth in the pipeline of 
new drugs, we believe we are entering a golden age of biopharma.

Most Small Cap Growth Managers Avoid Biopharma
Biopharma companies are challenging to understand and 
forecast. Typically, they lack sales and have negative cash flows 
and earnings as they finance costly drug trials. Stock prices 
can change based on investor sentiment and turn volatile when 
drug candidates miss clinical trial endpoints. Success rates are 
low with only 10% of drugs in the first phase of clinical trials 
progressing through final approval.2

Active small-cap growth managers have increasingly shunned 
biopharma over time with the average manager being nearly 11% 
underweight the group at the end of 2020.3   We believe they 
may be missing opportunities in this large and growing industry.

THE CASE FOR BIOPHARMA

Though the pandemic put biopharma companies in the spotlight, 
they have been a growing part of the small-cap investment 
universe since 1976 when Genentech became the first publicly 
traded biotech company. We believe there is a clear case for 
participating in this exciting, though volatile, industry.

Biopharma Is a Sizeable Part of the Small Cap Growth Asset Class
The number of publicly traded small-cap biopharma companies 
to consider is surprisingly large and growing. The number of 
biopharma stocks in the Russell 2000 Growth Index has tripled, 
growing from 86 in 2011 to 328 as of May 2021, according to 
FactSet. Figure 1 shows that biopharma’s weight in the Russell 
2000 Growth Index has more than doubled over the last
decade. As of May 2021, it represents nearly 20% of the index.

Biopharma Has Historically Superior Returns
Figure 2 shows that small-cap biopharma stocks have 
outperformed the Russell 2000 Growth Index by nearly 20%
over the last 10 years.

Small Biopharma Companies Have Been Attractive 
Acquisition Targets

Mergers and acquisitions (M&A) have helped fuel biopharma’s 
outperformance. Smaller companies have often succeeded in 
the discovery and early development of drug candidates. Once 
approved, these drugs’ high profit margin potential makes
these smaller companies attractive acquisition targets.

Source: FactSet. Data from 4/30/2011 - 4/30/2021.

1 Biopharma Weight Has More than Doubled
RUSSELL 2000 GROWTH INDEX

2 Biopharma Has Had Index Beating Returns
BIOPHARMA vs. RUSSELL 2000 GROWTH INDEX
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Figure 3 shows mergers and acquisitions have experienced a 
steady increase since 2000.

Significant Difference Between Top and Bottom Performers
Security selection is particularly important when investing in 
smaller biopharma companies. As shown in Figure 4, the
biotechnology and pharmaceutical industries show the
highest dispersion of returns among small-cap stocks. This
means companies in these industries have a lower tendency
to move together and have the widest range of outcomes.

An Active, Diversified Approach
Despite the challenges of investing in small-cap biopharma 
companies, we believe these businesses present opportunities. 
However, given the wide range of potential outcomes for 
businesses in this industry, we think it makes sense to take an 
active approach. Further, considering the potential volatility for 
individual biopharma stocks, we think it is prudent to be diversified.

Our approach is to own a relatively large basket of companies, 
placing a special emphasis on those in the later stages of 
developing drugs. This helps on two fronts. First, it helps us build 
a biopharma position that is more in line the weighting of the 
small-cap growth index.

Secondly, later-stage biopharma companies have often 
successfully completed trials demonstrating the safety and efficacy 
of the treatment. With drug candidates closer to reaching the 
market, such companies may also be attractive acquisition targets.

SUMMARY

Advances in science have led to new ways to treat life-
threatening disease and created the potential for investors to 
participate in the success of small-cap biopharma companies. 
Most active small-cap growth managers are underexposed to 
these companies, which we think is shortsighted.

In our view, the number of small-cap biopharma companies, 
their significant weight in the benchmark and their historical 
outperformance compared to the index are too significant to 
overlook. While there are multiple ways to participate, we think 
owning a basket of later-stage biopharma companies that offer 
the potential to capture high returns without concentration risk 
may be the optimal approach.

Source: FactSet, FTSE Russell, Jefferies. Data from 12/31/1999 - 12/24/2019.

3 Increasing Biopharma M&A

4 The Annual Dispersion of Performance
Is the Widest in Biotechnology
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Biotechnology 48.1

Pharmaceuticals 47.0
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Source: FactSet; FTSE Russell; Jefferies. Data as of 3/31/2021.
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GLOSSARY

Exchange-traded fund (ETF). Similar to a mutual fund, an 
exchange-traded fund (ETF) represents a group of securities, but the 
ETF trades on an exchange like an individual stock. An ETF generally 
follows the performance of an index, such as the S&P 500 Index.

iShares Biotechnology ETF. This fund seeks to track the 
investment results of an index composed of U.S.-listed equities in 
the biotechnology sector.

Russell 2000® Growth Index. Measures the performance of 
those Russell 2000 Index companies (the 2,000 smallest of the 
3,000 largest publicly traded U.S. companies, based on total market
capitalization) with higher price-to-book ratios and higher forecasted 
growth values.

Russell 2000® Index. Market-capitalization weighted index created 
by Frank Russell Co. to measure the performance of the 2,000 
smallest of the 3,000 largest publicly traded U.S. companies, based 
on total market capitalization.

S&P®Biotechnology Select Industry™ Index. This index
includes stocks in the S&P Total Market Index classified as
biotechnology companies.

S&P 500® Index. The S&P 500® Index is composed of 500 
selected common stocks most of which are listed on the New 
York Stock Exchange. It is not an investment product available 
for purchase.

S&P Total Market Index. This index tracks the broad equity market, 
including large-, mid-, small- and micro-cap stocks.

SPDR®S&P®Biotech ETF. This fund seeks to provide investment
results that generally correspond to the total return performance of
the S&P® Biotechnology Select Industry™ Index.

ENDNOTES
1 “Cancer Stat Facts,” National Cancer Institute Surveillance, Epidemiology, and End Results Program, accessed August 2, 2021.
2 Michael Hay and David W. Thomas, et al., “Clinical development success rates for investigational drugs,” Nature Biotechnology 32 (2014): 40-51. (pl italicize “Nature Biotechnology)
3 Data as of 12/31/2020. Sources: FactSet, FTSE Russell, Lipper Analytical Services, Jefferies.
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This information is for educational purposes only and is not intended as investment advice. Please consult your financial professional for more 
detailed information or for advice regarding your individual situation.

Investment return and principal value of security investments will fluctuate. The value at the time of redemption may be more or less than the original 
cost. Past performance is no guarantee of future results.

Historically, small-cap stocks have been more volatile than the stock of larger, more established companies. Smaller companies may have limited 
resources, product lines and markets, and their securities may trade less frequently and in more limited volumes than the securities of larger 
companies. 

References to specific securities are for illustrative purposes only, and are not intended as recommendations to purchase or sell securities. Opinions 
and estimates offered constitute our judgment and, along with other portfolio data, are subject to change without notice.

The opinions expressed are those of American Century Investments (or the portfolio manager) and are no guarantee of the future performance of 
any American Century Investments’ portfolio. This material has been prepared for educational purposes only. It is not intended to provide, and 
should not be relied upon for, investment, accounting, legal or tax advice.
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